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1 SUPREME COURT OF THE STATE OF NEW YORK 
COUNTY OF NEW YORK 

2 


3 MARY ANN HOSKINS, Executrix of the 
Estate of Edwin Paul Hoskins, 

'*|4 WALTINA BROWN and DANTE AUBAIN, 
f individually, and on behalf of 
5 others similarly situated. 




Plaintiffs, 


R.J. REYNOLDS TOBACCO COMPANY, 


i ns t 


RJR NABu 
TOBACCO^ 
(Success 
Re s e arcft 
INSTITU^ 


eq, inc., council for 

l^EARCH-USA, INC. 
rJto Tobacco Industry 
llqmmi t tee ) , AND TOBACCO 
rtlNC. , 


) Index No. 
) 110951/96 


Defendants 


SUPREME? 
COUNTY | 



RT OF THE STATE OF NEW YORK 
EW YORK 


SHARLENi™lTOBERMAN and AUDREY HULSE, 
as Exec^uTr'lx, on behalf of the 
Estate ^LJewis Hulse, individually, 
and on Behalf of others similarly 
situate^,' 


^ ^ Plaintiffs, 

- against - 

BROWN & WILLIAMSON TOBACCO 
CORPORATION, B.A.T. INDUSTRIES 
P.L.C., BATUS, INC., BATUS HOLDINGS, 
INC., COUNCIL FOR TOBACCO RESEARCH 
USA, INC. (Successor to Tobacco 
Industry Research Committee), AND 
TOBACCO INSTITUTE, INC. 


Index No. 
110953/96 
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(Successor to Tobacco Industry 
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Index No. 
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PROCEEDINGS 
VIDEOGRAPHER: We're going on the 

record. The time is 9:59 a.m. This is the 
videotape deposition of Pat Lippiello, Ph.D., in 
the matter of Mary Ann Hoskins, et al., Plaintiffs, 
against R.J. Reynolds Tobacco Company, Defendants, 
index number 110951/96 and related cases, under the 


jurisdiction of the Supreme Court of the State of 

r" 'X-: 

New York'Tfdounty of New York. 


the off! 


This deposition is being held at 
of Womble Carlyle Sandridge & Rice, 200 


West Se:eqnc| Street, Winston-Salem, North Carolina 


October 17th, 1997. 


My name is John Girdler; I'm the 


^ 51 video speMalist . The court reporter is Linda 


RussellL- We are here in association with 


Nationwl 


ourt Reporters, with offices located at 


4 5 Rock^'ffehbler, New York, New York. 


: Counsel will now state their 

0 appearances for the record and the court reporter 
will swear in the witness. 

MR. PLASSE: Jonathan Plasse of 

Goodkind Labaton Rudoff and Sucharow, for 


plaintiffs. 


MS. FEE: Denise Fee, Jones Day 
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Reavis and Pogue, for Defendant R.J. Reynolds 

Tobacco Company. 

PATRICK M. LIPPIELLO, Ph.D., 
having been first duly sworn, was examined and did 

testify as follows: 


EXAMINATION 


BY MR. ^LASSE 


Q. (Jfi) 1 d you state your full name for the 

f"' 

record . L/ jxLe ase . 

A . P^yplt ck Michael Lippiello. 

Q. do you currently reside? 



[DELETED] 

I$P^it Dr. Lippiello? 


ArArou currently employed? 


?'y|R)j. Reynolds Tobacco Company 


Have you ever been deposed, before today, in 


any litigation? 

A. Yes, I have. 


Q. How many times? 


A. Once 


Q. Which litigation? 

A. The Arch case. 

NATIONWIDE COURT REPORTING, LTD. (800) 232-6878 


http://legacy.library.ucsf.ecfiritittbpyyt|Q^aOjQ!ipd^.industrydocuments.ucsf.edu/docs/rlhl0001 






PATRICK LIPPIELLO, Ph.D., 10/17/97 


Page 8 


Q. Okay. Was that -- when was that deposition 
taken? 

A. Several months ago. I can't recall exactly. 
Q. Did that occur on two different days? 

A. I believe it did. Yes. 

Q. Other than that, you've never testified -- 
you've aever been deposed in any other proceeding; 
is t h a tP^or r e c t ? 


you ever appeared as a witness at trial? 








Kill 


iave^ you ever been subpoenaed before a grand 


Q. you ever been requested to produce 

d o c u m e r^t.vS.vs^ efore a grand jury? 

Q. had the benefit of reviewing your 

testimony at the -- in the Arch -- Arch litigation, 
so perhaps I will go through this a bit quickly, 
rather than repeat what's already there. 

. You attended college starting in 1968? 

A. Yes . 

Q. At RPI, Rensselaer Polytechnic Institute? 

A. Yes. 
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Q. And you graduated in 1972? 


Correct. 


You received a bachelor of science from that 


university' 


A . Yes. 


Did you then take postgraduate courses? 


as.that in preparation for going to medical 


school?! 


then w( 


2| big^het 


4 those 


.5 A. 


6 Q • 



at the time, it was medical school, and 


jup going to graduate school in 


< Over what period of time did you take 


courses ? 


iVMW.\w| 

me time thereafter did you join the 


.7 Army? 


8 A . 


-- I joined the National Guard. 


9 Q. Okay. When was that? 

0 A. Let's see. That would have been July -- 
around about July of '12. 

Q. Okay. Were you in the National Guard for six 
years ? 

A. Yes. 

t Q. And did you have any service in the army in 
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addition to the National Guard? 

A. Well, you're required to be on active duty 
for several months' training at the very beginning. 
Q. Was that sometime in 1972, then, that you 


6| A. It was -- no, actually they allowed me to 
finish iput some work that I was doing, and then I 


startec^n ' January of '73 and got out in May of 

f" "7| 

'73. 


Dj||L|S$here come a time when you determined not 


to go tf< 


idical school? 




| 


n was that? 1973? 


11973 


W h ajfcs - were the reasons for that? 

l L..w.a sn't accepted. Actually, what happened 


was I vi&jSKsli- n the -- while I was on active duty, I 
had sev^P interviews, which obviously I couldn't 
get out : of active duty for, so the opportunity went 


Q. So you decided, instead, to seek to obtain a 
Ph.D.? 

A . Yes . 

Q. And you attended the University of Virginia? 
A. Correct . 
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From 19 -- starting 1974? 

Yes . 

When did you obtain your Ph.D.? 

In '79. 

And you obtained a Ph.D. in biochemistry? 
Correct. 

V^ray you going to the University of Virginia 


on a fi^ll-^ime basis? 

Q. you were attending University of 

Virgin| ay^ ere you employed? 

graduate students, at that time, 
i vd4^4«y stipend. So you -- 

4 Q. d^lipl Were you employed anywhere other than 

5 in conr ^^i .on with the university? 

6 A. ito . ^ Well , the National Guard, of course, you 



•Sjj-xjjjSgH 






had y o r^m s p nthly; you get paid for that. 

Q. u received your Ph.D. from the 

University of Virginia in 1979, right? 

0 A. Right. 

Q. And then you -- let's see. You got a 
postdoctoral fellowship -- 
A. Correct. 

Q. -- is that correct? 

And that was at the -- is it Bowman or 
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Bowman ? 


Bowman. Bowman Gray School of Medicine. 
Bowman Gray School of Medicine? Okay. 

And that fellowship lasted through 1982? 
That's correct . 

Okay. And what did you do at Bowman during 


that feQ^lowship? 


A. L|ft' ' h see. I worked with Dr. Mosley Waite, 

jP" ^ 

who wasl tfhd chairman, and continues to be the 


c ha i rmaj 


the biochemistry department. And I was 


in his Tabqratory as a postdoctoral fellow, working 


in the j 



of lipoproteins. Lipoprotein 


Cjan \|ou define what "biochemistry" is. Your 


Ithe study of the basic chemical 


propert^^of biological systems and molecules. 

Q. see. When you finished the fellowship 

at Bowman, did you then become employed at RJR? 

A. Yes. 

Q. That was in 1982? 

A. Correct. 

Q. And your first position at RJR was a senior 
at research and development? 

A. Senior R & D scientist, yes. 
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have gotten another technician involved at that 
point, something along those lines. 

Q. How long did you hold that position? 

A. Until '90. 

Q. What position did you assume in 1990? 

A. Master scientist. 

Q . S^Njje^division? 

A. B-^' that time I was part of a different 


d i v i s i o! 


Q. 
A . 


"was the name of that division? 


'was the name of that group? 
a c o1ogy. 

ow long did you stay as a master 


/\ | i 

Ij^yjs the biochemical/biobehavioral 
Bic %dM be lieve it was called at that time. 
ao| ajjIy, I was in a group that was under 

that . 

Q • 

A . 

Q . A¥ 
sc ient ijj 

I 

A. I still hold that position. 

Q. Did the division change since 1990? 

A. Yes. I took over responsibilities for 
pharmacology a few years ago. 

Q. Okay. When was that? 

A. I can't remember the exact year. Maybe three 
years ago, something like that. 
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Q. In around 1993, 1994? 

A. Right around there, yeah. 

Q. What's your precise title at this point? 

A. Master scientist, section head. 

Q. Of the pharmacology group? 

A. Pharmacology division. 

Q. pharmacology division is a division of 


which gPf'oup atthispoint? 

A. I^^ct evaluation. 

Q. t a certain point, the pharmacology 


divisioin disentangled itself from the 



ior (sic) division; is that 


t still -- the names changed, but the 
still there; the same, basically. 

Q . vilrgrfKyou served as a master scientist at the 
b i o c h e mfrlfih. / behavior beginning in 1990, who did you 
report L 

A. Let's see. The last person I reported to 
before moving to pharm -- did you say pharmacology 
or biochemical? 

Q. 1990 pharmacology, yeah. 

A. In pharmacology I reported to Don deBethizy. 

Q. And before that, when you were the senior -- 
I guess, what was it, senior scientist? 
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A. Yeah. Dr. John Reynolds at that time. 


Q. How long 


during what period of time did 


you report to Dr. Reynolds? 

A. During the '80s, primarily 
Q. 1982 to 1990? 


A. Yes. Yes. 


ffM currently, in your present position, 


master \scLentist/section head, who do you report 


leBethizy. 


4 to 


d<>>.«you ever report to a Mr. Wally Hayes? 
I^pirectly, no. 


| Did you report to someone who reported 



5 A 


6 Q 


Yapar. , Don deBethizy. 


0ver\ - - during what time was that? Well, let 


me rephrase that. 


J What position did Mr. Hayes have during 


the time that you were referring to? 

0 A. He was vice president, head of the 
biochemical/biobehavioral group. 

Q. Okay. And over what period of time has he 
held that position? 

A. He's no longer with the company. So he held 
it from -- well, let's see. He arrived circa 1984 
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or '5, and began as -- at the director level, was 
promoted to VP. And I'm not sure exactly what year 
Dr. Hayes left. It was early '90s. 

Q. Did you ever make any written or oral 
presentations to Dr. Hayes? 

A. Very few, that I can recall. We had informal 


conve r 


t in terms of a formal presentation, 

oral, you did do that on some occasions? 

A. ; once or twice a year. 

Q. What"was the occasions? Was there a 

hciUJbtt occasion, I'm sorry, when you made the 
ions 

y were kind of impromptu. You know, 
once in a while he would like an update 
areas of research, and -- and we would 
Fe him. 

roing to mispronounce it. Your basic 
area was in nicotine cholegenic (phonetics) 
receptors; is that correct? 

A. Cholin -- cholin -- now you got me saying it. 
Cholinergic receptors. 

Q. And is that what you made presentations to 
Mr. Hayes about, if you recall? 

A. Yes. 
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Q. Was Mr. Robinson involved in any of the 
divisions that you were affiliated with? 

A. Yes. 


T \ 4 


Q. What was your relationship to him, if any? 


A. We were in the same division, the 


7 


biobehavioral division, during the time when we 
reported tQ Dr. Reynolds. 


Q . H?b w about Dave Gilbert? Were you affiliated 
with hi|^^ any way? 

A. s also part of that division. 


PI 1 





1 .1 5 


pu have an understanding of the term 


BSflically. 

i-AV.V.V.-.V.WV.V *4 



^s that? What is your understanding? 
"the -- the interaction of -- well, it 


can be fbT/iad or narrow, depending on how you want 



to de f i ? 


bioche 



t. The interaction of chemicals -- 
s with biological systems, in the 



broadest sense, and what physiological or other 
effects, biological effects, result from that. 
Q. Ever hear of Mr. Andrew Bane, B-A-N-E? 

A. Yes. 


R JR? 


Have you had any relationship with him at 


A. Andrew Bane was a postdoctoral fellow in the 
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pharmacology group or division. Worked in my 
laboratory. 

Q. So he reported to you or was under your 
supervision? 

A. Yes. Yes. Well, it was kind of a split 
supervision between myself and Dr. Bencherif, who 
is c 1 o s%. x t o the laboratory now than I am. So -- 


so the| w . worked very closely together. 

Q. Wtiattt general areas was Mr. Bane involved 


with? 


Search areas . 


.s involved in setting up various animal 



nico 1 1 



I testing. 

i. Does it have to do with the effects of 

I 

|n animal behavior? 

<ly, yes. 


eTT\, did he do any papers or reports which 


he derived, from his research? 


A. flliyii 9 s actually left the division for a 
position in Colorado now, so he didn't have time to 
write up his results. 

Q. During what period of time was he at the 
pharmacology division? 

A. Let's see. He started out in July of '96 and 


he left in Aug -- around August 


the end of 


August or September time -- I guess September time 
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frame. 


Of this year? 

This year, yes. 

How about Eric F-L-U-H-L-E-R? 

Eric Fluhler. 

Okay. Have you worked with him at RJR? 


at division was he in? 


§s part of the pharmacology division 


And he 


to me 


Q. Hhat .period of time was he employed at the 


lify division? 

|lv '90s. He wasn't there very -- more 




than ab|^^ythree years, as I recall. 


Q • W. : 



areas of research was he involved with? 


a lot of very basic research on using 


cell cufffre approaches to study nicotinic 


receptdrj 


Q. Do you do the -- were you involved in some of 
the same type of work, using cell cultures to study 
nicotinic receptors? 

A. Initially, yes. Until I got into a more 
supervisory role. 

Q. Did -- is it Dr. Fluhler? 

A. Yes. 
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1 Q. Did he prepare any reports while he was at 

2 RJR, that you're aware of? 

3 A. I believe he did, yes. 

x \4 Q . Did he make any presentations to you? 

J 

A. Very rarely formal presentations. More often 
lab meetings and informal conversation. 

Q. wb^.t .specific areas was he studying with 


respect^ to cell -- cell cultures and nicotinic, 


I'll miitg^a&bnounce it, receptors? 

A. P^^^of what he was doing was trying to 
u n d e r s how the receptors actually function. 

I%4j.e come up with any theories about that? 


^ BSf 3 one t ^ e a PP roac hes that he was 

lowi ktegf ^p on was trying to understand the types 
ionsu^itcit flow through the -- the channel of the 


.5 of ions^i^mat flow through the -- ' 
.6 r e c e p t cbr°“ K W N fa en it opens and closes 


.7 Q . 


less we'll get into this in a bit more 


8 detail LI. at.er on. But, in general, the -- is it 

9 fair to say that the receptor responds to nicotine? 
A. Fair to say what? 

Q. What -- well, what does the receptor respond 


A. Anything that resembles acetylcholine. 

Q. Does it respond to nicotine? 

A. Some of the receptors -- well, I guess most 
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of the receptors do, yes. 

Q. Okay. And then is one of the responses -- 
guess you referred to it earlier before, this is 
what ions are -- 
A. Ions flow through -- 

Q. Flow through? 


-K, x ajChannel in the middle of the receptor, 




ihere do the ions go? 


the cell 


So was Dr. Fluher (sic) 



f 1 ow o 


- f- If gcussing on that limited aspect of the 
f kaj i g E^s in response to the receptor being 


He was -- he was developing methods 




fluorescence methods to -- to actually visualize 


those ri 



nses under a microscope. 


Q. Okay. And did his report or was -- I 
guess -- I think you referred to he may have done a 
report. Did that relate to that particular aspect, 
the studying of -- I'm sorry, tracing the ions as 
they're - - is it "discharged"? What's the verb? 

A. Flux. Flux of ions -- 

Q. Flux. All right. 
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A. He was 


again, I'm not completely familiar 


with his work, since he. was working with 
Dr. deBethizy primarily. But the general area that 
he was working in was pharmacokinetics and 
metabolism. 

Q. How much time did you spend in 


pharmac 


ics ? Not much ? 


A. ito.^No, that wasn't my area. 


you kno^ 



in general, what is pharmacokinetics, if 


#ng at the -- the levels of — of various 
4 n blood, the levels and how long they 
|ss would probably be the easiest way to 


put it. 



\yas one of those compounds nicotine, that 


H.V*Si»(»680,v 

was - - : 


(orr^ct 


Mr. Mel Anderson work in the 


pharmacology division? 


0 A. No. 


Q. Do you remember -- 


A. He was -- I believe he was a university 
professor that consulted on some of those projects. 
I did not - - 
Q. Which projects? 
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A. The pharmacokinetics and metabolism. 

Q. Well, which university is -- was he 
affiliated with? 

A. Now you're taxing my memory again. I -- I 
didn't deal with that part of it very much, so I'm 
not sure. 

Q . Pu^r i n g the time you've been at RJR, did you 

prepar^ieiiodic reports for review by your . 
superii 
A 

5 

a wr ^ w twwv 

S'ver] what period of time did you prepare 
iorts? 

>m, '82 until the early '90s, I guess. 

.id you stop preparing the periodic 

reports, 

A^-vf^hat point we were publishing virtually 
everytJiWff, so there was -- rather than duplicate 

1 8| e ve ry t & lf/g'J with internal reports, we just published 

4 . ' 


it in the peer review literature. So, in a sense, 
the reports continued, but they were just in a 
different form. 

Q. Who were the periodic reports disseminated 
to? 

A. There was usually a distribution list at the 
end of those reports, but that changed over time. 
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1 

2 


A . 

No , 

Q • 

Mr . 

A . 

Dr . 

And 

- - 

to 

t i m ePf^ 



Typically, management people. 

Q. How high up in management? Mr. Johnston get 

them? 

No, I don't believe so. I think -- 
Mr. Haye s ? 

Dr. Hayes would have gotten them, yes. 

id <potentia 11y the head of R & D, from time 


|these reports prepared quarterly? 


Q 

A. w a s another thing that varied over time. 

At one -timl it was weekly; then it was monthly, 


| And it went back and forth, depending 
|m§nt swims. But -- and need for 
But it varied. 

'hat, in general, did you include in your 
>ort s ? 

lly, just a summary of the -- the data 
itained over that period of time, 
whatever it happened to be. 

Q. Did most or all of your periodic reports 
relate to your studies and research regarding 
nicotine cholinergic receptors? 

A. That's correct. 

Q. Do you recall any other areas of research 
that were referred to in your reports? 
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A. No. That was exclusively what we worked on. 

Q, Did there come a time when you started giving 

oral reports, after you stopped preparing the 
periodic written reports, to various members of 
management ? 

A. Usually just to -- to our direct supervisor. 
In thiskcase, Dr. deBethizy. 


any time after you stopped preparing the 

r-l 

Imports, in around 1990, did you provide 
reports to Dr. Hayes of what you were 


|quent -- very infrequently. 

,would the occasion be that you would 


any orajf 

I 

doing? I 


provider 


^h reports to Dr. Hayes? 


A. I^ftere was an interesting research finding, 
for exajftpHb^, he might want to know more about. 


you ever met Mr. Johnston? 


A . Y e 


Q. How many times? 

A. Maybe twice. 

Q. Do you recall the circumstances of the first 
time you met him? 

A. It was -- I think on both occasions it was 
when all the management team was gathered together 
to hear a presentation by him. I think -- there 
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may have been one other occasion when we completed 
our project leadership training program, then I 
think he came around and shook hands with 
everybody, but -- 
Q. When was that? 

A. -- there wasn't really much conversation 

i n v o 1 v ad . 


fare n’was that? That was early on in your 


i T” 5 


career 7| 


A. It was -- that would have been around 

nine --^^|l ( early '90s, I guess. 

Q. t ..Y.Qndicated that he -- Mr. Johnston may 
hiN^lf me^f^ a presentation to management on one or 


two o c dasidns? 


A. Ye 



s: Basically state of the business type 

4 

^ns . 

t>u know when that happened or on what 


Q. cpupbu know when that happened or on what 
times 

A. N : o, I really can't recall. It's been many 

years. 

Q. -- that happened? 

Sometimes during the 1990s? 

A . Yes. 

Q. Do you recall generally the substance of his 
presentation, what areas were covered? 
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A. Lots of things that I knew very little about, 
understood very little: Market share and those 

sorts of things. 

Q. Do you recall what he said about market 
share ? 

A. Not specifically, no. I mean, it was 
specif ij&G to the time. 


ght . Did you under -- do you recall 

r 

indicated there was any declining market 
R products? 


share oj 


A. Ii knq>w often the emphasis was on declining 


maxtet 


there 


Mr . Joh 



l|e for the industry, in general. 

- well, is your present recollection 
|ne, maybe two, such presentations by 


in? Is that fair to say? 


A. 'iH'rat'bx I attended, yeah. 


Do you recall whether at that 


p r e s e n t a tf i p n or presentations whether he addressed 
the issue of how the company should respond to the 
declining market share of cigarette sales? 

A. Not specifically. Other than to make better 
product s. 

Q. Okay. Did he discuss how to make better 
products ? 

A. No. No, they -- they never got into that 
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level of detail. It was really more of 


along 


the lines of a pep talk, you know, asking for a lot 
of people to get out there and try to do their best 
t o compet e . 

Q. Do you recall whether Mr. Johnston referred 
to Premiere or Eclipse projects at any of those 
presen tb^t ions? 

TkWvvwO 


A. N© , I don't recall him ever talking about 

fT 

those . ’wWai 

Q. D|P%|l : u recall whether Mr. Johnston referred 


to manu ^ct uring and selling cigarettes that would 
a |i§iii er tar content than previously? 


3 A ; N0T 5 


4 Q . 


fou have periodic meetings, during the 


5 time - - ^B 'inq the time that you've been employed 

pwwwwwwS 

6 at RJR, your colleagues? 


7 A 


8 Q 


'periodic scientific meetings or 


We 10. h fine. Periodic 


ic me e tings ? 


9| A. Yes. 

Q. How frequently would you have such meetings? 
Did it vary over the time that you've been at RJR? 

A. You're talking about the people that I worked 
with directly in the laboratory? 

Q. Right. 

A. Typically, once every week or two we would 
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have lab meetings. 

Q. What would be the subject of discussion at 
those meetings? 

A. Primarily presenting data, trying to 
understand what the results meant; those sorts of 


things 


S fex,t hat would -- that would include which 


groups of individuals? Just people working on your 
parti cu|rt^darea -- 


r other areas as well? 



Ml 



(,ou have meetings with other members of 


the pha|sp^ology department, where there would be a 
discuss^^.of different research projects that were 
being cfemcTtlcted at that time, on a periodic basis? 


A. During which time? Because it -- 
Q- AnvLbime. 


A. Initially, when I was reporting to 
Dr. deBethizy, we would have discussions about some 


of the other projects, yes. That's why I learned a 
little bit about the pharmacokinetics, but only in 
a -- a very general way. 

Q. Okay. And after that, were there such 
meetings were there'd be different projects 
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discussed by different people at pharmacology? 


A. Depending on, you know, who had 


had any 


interesting data to talk about. 

Q. Let me ask you: In general, you've referred 

to the pharmacokinetic area and you referred to 
nicotine cholinergic research. What other areas 
were be iha.jsy considered while you've been at RJR in 


your g: 


or groups ? 


broad 


MS. FEE: Object to the form. 

THE WITNESS: I mean, that's such a 

ion. I- mean, can you be more specific? 
MR. PLASSE: Okay. 


In the pharmacology division -- 


researi 


which areas of -- general areas of 


:re being conducted, other than the 


p h a r m a e t i c and nicotine cholinergic areas? 

A. The only other one that I can recall is there 
0 was a couple of people in the group responsible for 
doing skin painting studies with tar. 

Q. Who was in charge of that, if you know? 


A. They both reported to people 


all reported 


to Dr. deBethizy at the time. Because we were all 
in the same division. 
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During what period of time was the 


pharmacokinetic research done at 


within the 


pharmacology division? All the time that you've 
been t here ? 

A. Yes, primarily. Although initially it was 
some animal research to define some of the 


parame 


And then, after a while, it became 


computer based. Modeling. 


rms of resources, are you able to say 


whetheu"^r?re was more resources spent in your area 


as opp 




distri 


Mr . Jo 


i to the pharmacokinetic area? 


don't know how it was broken down, 


op the truth. I presume it was equally 


|l across all the projects, 

ou never made a presentation to 


n; is that -- is that correct? 


tat / s correct. 



>u know who David I-S-B-I-S-T-E-R is? 


Isbister? 


A. Yes, he was 


he was fairly high up in 



management at one point. I can't remember his 
exact title. One -- one of the vice presidents. 


Do you ever speak to him? 


A . No . 


Ever make any presentations to him? 
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A . No . 


Do you know Mr. G. R. DiMarco? 


A. Yes. 


Is he a member of management? 


Yes. 


Q. Do you know what his position was or title? 


eVwas, I believe, senior VP, and head of 


researcr 


d development for several years, 
you were in the pharmacology division? 


ink there may have been a 


bit of 


an ove 



i yes 


fou have occasion to speak to 



ionally. He was a very busy man. 
ou ever make any presentations to him? 


once or twice. 


n your 


A. j ust -- he had an interest in -- in the 

basic research of nicotine. So, maybe, on a couple 
of occasions, we updated him on the receptor work. 

Q. It would be much easier for me if we refer to 
it as "receptor work". 

So you think maybe on one or two 
occasions you gave Mr. DiMarco an update on -- on 
the receptor work that you were working on? 
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A. Yes. 

Q. Do you know Mr. David I-A-U-C-0? 

A. I'm familiar with who he is. I know what he 
looks like, but I've never met him. 

Q. Do you know what his position was or is? 

A. Again, I don't know his exact title, but he's 

fairly high up in the executive management team. 


Q. Ofllfy.' How about Mr. William Holdebolt, 


H-O-L-DL 


O-L-T? 


ink it's H-I-L, Hildebolt. 


Q . 0? 


Yfealh / he was 


meet him? 


A. Yes. < He was part of research and 


developme^, one of the directors at one time. 


You ever make any presentations to 


him? 


You met him? 


Yes . 


Ever discuss your receptor work with him? 


Q. Now, you prepared certain reports and studies 
in connection with your receptor work; is that 
correct? 
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A. That's correct. 

Q. With respect to those -- well, I guess -- am 
some of those have been published, your studies? 

A. (Witness nods head.) 

Q. Okay. 

A. Yes. 

Q ■ VHl s there a procedure that was followed with 


respectf' to the preparation of those reports in 


terms 


>w they were prepared internally at RJR 


and red internally at RJR? 

A. Typically we would prepare a draft of the 


it into a form we thought would be 
publication, and then it would go 
hrougl^^i PPRC, the presentation and publication 
review ^^littee, which was basically a peer review 


commit 


'that at R & D? 


Q. Okay. Anything else in terms of procedure? 


A. It had to go 


it had to pass through that 


committee before we would submit it for 
publication. They were primarily -- the primary 
purpose of that committee was to make sure that the 
science was sound before we submitted it for 
publication. 
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Q. Any lawyers, either in-house or outside, 
review the research reports/studies before they 
were printed, published? 

A. Typically, there would be a representative of 
legal on the PPRC. 

Q. Okay. Can you identify any of those 
i n d i v i c|u a Is by name? 


v-^ 

's see. I guess it's primarily Gus 


Bor scl 


Q. BJ 


S - K-Y? 


f-C-H-K-E . 




And he's a patent attorney, so he 
■^he would review the material to make sure 


that we fe#iyf en ' t: giving U P anything that was 


potentiality patentable. 

Q . u recall any situation where 


e edited or revised any of your research 


reports; c|r;studies? 


A. No. Other than you left a period out or 
spelled something wrong. 

Q. Who did Mr. Borschke report to? Do you know? 
A. He reports to Chuck -- Charles Blixt, I 
believe. 

Q. What was Mr. Blixt 1 s position? 

A. He's chief counsel. 
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Q. Did you ever have any discussion with 
Mr. Borschke about any of your work? 

A. Yes. 

Q. On more than one occasion? 

A . Yes. 

Q. What was the general subject matter of the 
c o n v e r slab ions you had with Mr. Borschke? 


A. IPt was related to some of the work that we 

J "W 1 * ^ 

were d that was potentially patentable. 

Q. Y^^ver speak to Mr. Borschke about any 
pending orlpotential litigation? 


4 rarely. 




|a 11 ? 


are rel 


conve 


the - - 


establi 



| Mo s t -- almost all of our conversations 
d to -- other than friendly 

I 

jns, are related, business-wise, to 

I 

:he patent position that we're trying to 


sH bn various things. 

jSSH&KiK® 


Q. Did Mr. Borschke review other individuals' 


reports or studies in conjunction with his 
was he a member of the PPRC? 


well, 


A. Yeah. The PPRC has become less formal. I 
mean, the process still occurs, but it's not called 
that anymore. And so he is, yes, in the chain of 
reviewers. 
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Q. So he's reviewed other individuals' reports 
and studies, prior to publication? 

A. That's the typical procedure, yes. I would 
presume so. 

Q. Do you recall any employee of RJR telling you 
that their report or study had been modified by 
Mr. Borbtphke or any other lawyer at RJR? 


some pe. 



think Mr. Borschke may have changed 
Is or grammar here and there in some of 


your retoort;s? 


That's pretty much the -- 
Vqu recall anything else he did? Ever ask 


you to |&|yM§ge a word? 



A . OjU&j^r than - - other than pointing out, you 
know, thdt's-x - - certain things could be patentable 


I mean,r^crfht's primarily what his focus is. 

Q. DunlPyou know that Mr. Johnston appeared 


before Congress in 1994 to discuss various matters 
0 relating to cigarettes? 

A. Yes, I am aware of that. 

Q. Did you attend any meetings, prior to the 
time that Mr. Johnston appeared before that 
hearing, with respect to what his testimony or 
positions would be? 
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A . No . 


Q. Ever speak to Mr. 


Dr. Robinson about what 


Mr. Johnston might say before Congress or did say 
before Congress? 

A . No . 

Q. How did it come about that you became 
involve^with receptor work at RJR? 


A. I If was -- it was an area that I'd always been 

■r 

interes^&in. And when I first joined the 


0 compan 


some discussions with Dr. Morse, I 


whaF: a 


guess, primarily, and Dr. DiMarco, who'd just come 


they were asking me at that time 


ic^hemist could study that would be of 
,yAnd so I was pretty much given free rein 


he literature and come up with a 
;ogram. And that seemed an obvious area 
fore you started at RJR, there wasn't 


interest 


to sear 


propose 




any recfepltqr work being done, that you were aware 


0 A. No. 

Q. And why did you think it was an obvious area, 
receptor work? 

A. Well, I mean, nicotine, obviously, is a -- is 
a component of the product . And I had been aware 
from the literature of nicotinic cholinergic 
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receptors, which had been studied for — well, for 


a hundred years, really. And 


however, you know, 


it was 


it was still an emerging area, because 


the tools weren't there yet to -- that we needed to 
be able to understand them completely. So, as a 
basic research approach, I thought that would be a 
nice pl&pe .to start. 


Q. wlfen you started your work at RJR on 

tr 

receptoan you tell me generally what was known 


about r< 


kors? In general terms 


A. About, receptors or about 
Niiskinic receptors. 


receptors ? 


A.' ; W<rf|l,, as I say, they -- they had known 


about - 


used to 



|mean, nicotine was really the molecule 
hne, back in the 1890s, the so-called 


6 recepti i^e^substance. You know, the whole concept 


of recej 


And then, over the decades, they 


became moire: familiar with this 


what's now known 


as a classical nicotinic receptor, the one at the 
neuromuscular junction. And that's probably -- at 
that point, had been the most widely studied. 

Q. Where is that receptor located? 

A. It's on the muscle tissue, postsynaptic to 
the nerves that innervate the muscle. 

Q. What part of the body? 
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A. Skeletal muscle. All skeletal muscle 
contains those receptors. 

Q. When you started your work, what was known, 
if anything, about how nicotine affected the 
receptors? 

A. Again, it was -- it had been used for 
decadesK^j v^s t as a probe, to study the receptors. 

It appeired to interact with the receptors in the 

r"' ^ 

same wa|^ | a all other so-called nicotinic agonists, 


includij 


fcetylchol ine . 



MR. PLASSE: Are you getting this? 

COURT REPORTER: Yeah. I've heard 


BY MR . 


^hen you started your work, did you have 


an ideab'giarneral ly what areas you wanted to pursue, 


to devei 


V^^g ener ally. 

What were those 


A. Just -- I guess the focus, at first, was to 
understand more about the -- you know, just the 
basic properties of the receptors, which hadn't 
been defined yet, in tissue: How many there are, 

the binding properties, those sorts of things. 

Q. Okay. What else? 
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Then, of course, from there, the natural 


progression was to under 


begin to understand 


more about how they functioned. 

Q. When you say "how they functioned," you mean 
what happened after they reacted to the -- the 


nicotine? 


any compound, yeah, of interest. 


V." 

Nicotinic receptors are located throughout 


the bo< 


s correct 


s some located in the brain? 



to as 


5 A 


6 Q 


7 A 



e's some located in -- I guess you refer 
|ut, the stomach, gastrointestinal area? 


erte else? 


In trie ganglia. 


8 Q. Where are the ganglia located? 

9 A. Those are the -- the nerves that project to 

0 various tissues in the -- organs in the body. And 
so there are synapses in the tissue, and then there 
are synapses kind of between the tissue and the 
spinal cord, and those are ganglionic. 

Q. Okay. Anywhere else? 

A. Those are the primary -- the muscle, the 
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ganglion, the central nervous system, I guess those 


are the primary areas of 


that people have 


studied. 

Q. Okay. And when you started your work, how 
did you envision doing the research? Were you 
going to be working with tissue? Were you going to 
be wor kid -11 g,with human -- humans? How were you 


going 


lack o f | 


initial^ 




you d i 



do it? 


gd to be -- I mean, because of the 
l|wledge, it had to be, at least 
^with the tissue preparations, 
tissue of rats, mice? 


And so you would do this work -- or 
the work at RJR, using animal tissue of 


rats? 


Q. i js I wo rk done on receptors still -- is work 
on -- at RJR, today still done on the subject of 
receptors by using animal tissues of rats? 

A. Yes. 

Q. Anything else? 

A. Cell culture. 

Q. Could you describe what you mean by "cell 
culture". 
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A. Basically, you dissociate the tissue of 
interest into individual cells, and then you put 
those cells on a Petree dish, and they'll stay for 
a period of time before they naturally die out. 

But you can maintain them for a period of time and 
study them. 

Q. Abdthese are cells of what organism? 



cell li| 


ie rat. And we have -- well, we have, one 
|^|hat' s of human muscle origin. 


Kll 




Q. did you start with that? 

A. A^bout three or four years -- four years ago. 


g H^feyou been pursuing any avenue of research 


refsraeqt to that particular cell culture? 


A. that along with all the other tissues 

and c e Itures that -- that we have, to -- to 

study tte^roperties of all the different receptor 


subtype!** 

Q. result of your work, are you generally 

familiar with what effects nicotine has on the 
body? 

A. Not so much a result of our work as much -- 
mean, in terms of whole animal work, which is 
primarily done in -- in ex-house laboratories. 
It's only been recently that we have started up 
some in-house behavioral studies. So I would say 
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our understanding is increasing at the molecular 

level . 

Q. And I guess, as a result of your work, you 
are familiar with nicotine's effect on the 
receptors, right -- 

A. Yes. 

Q. -k lo.cated throughout the body? 


a. vrs. 


nicotim 


|ou describe in general terms what 
^effect is on -- on the receptors? 


A. Th e iiiteraction is a binding interaction. It 
>i^^ t feJLte e receptor protein. And then, as a 


t^hat, the conformation of the protein 
^ this ion channel opens and ions flow 
fe)l 1. At least that's the way we 



re'sul t 


changes; 
into t h< 


presently^nderstand its workings. 


psssm MR . PLASSE: I'm sorry, could I 

haVS th pS ad back ' Please. 

(WHEREUPON, THE QUESTION WAS READ BACK BY THE COURT 


REPORTER AS FOLLOWS: 


The interaction is a 


binding interaction. It 
binds to the receptor 
protein. And then as a 


result of that, the 
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conformation of the protein 
changes and this ion channel 
opens and ions flow into the 


cell. At least that's the 


way we presently understand 
its workings. 


BY MR 


Q . W ; h a t~, in fact, binds or interacts with the 


What chemical or molecule? 


receptop 


A. AlTW/mentioned earlier, any molecule that has 


similars 



|to acetylcholine. 

|oes nicotine have those qualities? 

|s some of those, yes. 

|es nicotine, at times, bind and interact 


with th^raceptors? 


Uhdeii what conditions? I mean 



neral. In general. I mean, may it 


A. I uJaJ capable of binding and interacting with 
receptors, that's correct. 

0 Q. If I divide up the process, roughly in half, 
one dealing with the binding with receptors and the 
changes there, and the other half dealing with the 
ions flowing into the cell, do you -- is that fair 
to do conceptually? I mean it's the beginning and 
the end? 
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A. (Witness nods head.) 

Q. Was your work initially focused on the first 
half of the process, the binding process? 

A. The binding process? That's correct. 

Q. And then at some point did you spend more 
time on the issue of what happens when the ions 
flow ink) the cell? 


f i n i 


other part? 


sou chronologically tell me when you 


one part and focussed more on the 



process! 


types o 



H see. Dr. Fluhler was probably the 
t.art studying the -- the ion flux 


|ing cells. And then we expanded the 

i 

:11s and receptors as we progressed. So, 


during b»\tenure, I guess, was the first ti 


we - - w? 


arted doing functional studies 


Q. W helnj was that, that those studies began? 

A. Late '80s. 

Q. And did you personally shift the focus of 
your attention at some point to the ion flux area? 

A. That was an area that people in general, in 
academia, had been shifting their focus to; so we 
felt we needed to get in there and learn some more 
as well. 
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Q. Okay. I'm referring to you personally. You 
personally? 

A. Did I personally what? 

Q. Shift your focus from the binding aspect -- 
the initial part of the -- the initial step of the 
binding as opposed to -- let me rephrase that. 

s Did you personally spend more time, at 


some pod. nt,^ dealing with the ion flux? 

A . Id -- I wouldn't say spending more time, 

necessa,^^, as spending a portion of our time. 


Even t a^-.t.-hd s day, the binding is still not 


21 CQMsslet 


4 Q . 


understood, so we continue to study 


, is most of your time spent on the 


the ion flux portions of dealing with 


6 r e c e p t chT'""- x \ receptors? 



rimari1y, yes. 


ou spend more time -- of your time on 


the ion flux aspect of it? 

0 A. Not personally; I'm -- I'm not in the 

laboratory anymore. But the work that's going on 
in the laboratory is in that area, yes. 

Q. Okay. Can you describe generally what you've 
learned so far about this second half, the ion flux 
or what -- you know, what processes occur, in terms 
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of, you know, after the receptors respond to 
nicotine? 

A. Basically we understand more about the ions 
that are flowing through the receptor. 

Q. Can - - 


A . 


It turns out it doesn't appear to be very 


selecti 




basically 

r; 




So, sodium, potassium, calcium, 
ion that's around. 

And what effect on the other -- on the 
his ion flux have, if any? 

that -- that would be a pretty long 
on. Really -- at the level we're 

we can only address issues related to 
what ha|pjp^|is to the cell, primarily. 

Q. And what have you -- what have you 

found vlTtH^ respect to the cell? 

A. l|tj s ^ - it's believed now, not only from our 

work, t|^^lso from other work in academia, that as 
a result of -- of that ion flux, you can get a 
depolarization of the cell membrane. 

Q. And can you describe in lay terms what that 
is, depolarization of the cell membrane. 

A. Typically, a cell will have -- there will be 
a difference in potential -- electrical potential 
between the inside and the outside of the cell. 


cn 


GJ 

ai 

ro 

'U 

Ul 
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And so depolarization is the diminishing of that 
potential difference. 

Q. Are you familiar with certain physiological 
effects resulting from a smoker obtaining nicotine 
from cigarette smoking? For example, like 
increased heart rate, or things along those lines? 

A. IiNye i“~ I've seen those things referred to in 


the literature, yes. 


Q. 9° through some of these and see if 

you're ^^liar with them. Are you familiar with 


nicotinfepossibly causing a decrease in body 


:ra feii§i ? A nd this is all in the context of 


rpnefsmoking a cigarette and obtaining nicotine 


as a res 


i of that. 


iot familiar with that in the human 


system; ave seen data on that in the 


rodent srr 



fou familiar with nicotine increasing 


salivation? 

0 A. That, apparently, is one effect, yes. 

Q. Have you seen that addressed in -- or studies 
addressing that response in humans? 

A. Not the salivation response, per se, but I've 
seen studies of -- of sal -- saliva studies, to 
look at nicotine metabolites. 
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Q. Okay. How about are you aware of nicotine 
increasing hormonal release? 

A. Yes, I've seen reports to that effect, from 
animal studies. 

Q. In general, what -- what does that -- what do 
those studies show? 


example-. 


d e s c r i b$ 


!an get release of norepinephrine, for 


|ou familiar with studies or research 
.nicotine's effect on the hypothalamus? 
; - - I've- seen basic research studies 


wl^eshe tp^^^ - - they culture cells from the 
h:Vs&sQ;t h afLalro..u s and study the receptors. 

Q. 0|m^ And is there any effect between the 
nicotin^^pd -- on the hypothalamus, any type of 


causal relationship between 


A. Causal to what? 


Q- I teil4S hdraw the question 


Are you familiar, generally, with the 
0 effect of nicotine on the cardiovascular system? 

A. Generally. 

Q. What is that effect? 

A. Primarily what I've seen is related to heart 
rate and blood pressure changes that can occur. 

Q. Use of nicotine may increase the heart rate; 
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is that 


is that true? 


A. That's correct. 

Q. I'm sorry. Heart rate; was there anything 
that you mentioned -- 
A. Well, use of nicotine; I don't know 
whether -- 

Q. WieJ. 1 , a smoker smoking a cigarette -- 


fu can see heart rate changes, that's 


- ^ 


. I T" i 
C O r r e C tSasxssKxss^ 


iorry, you mentioned two things, heart 


rate an5d something else. 


ilood pressure . 



5 nicotin 


6 pressur 


7 A 




3 pressure. All right. 

JSo if someone smokes a cigarette, the 


at he obtains might increase his blood 


h t i a 11 y . 

,! just focusing on the effects use of 


8 Q. just focusing on the effects use of 

9 nicotine can have on heart rate and blood pressure, 
based on your research, are you able to -- well, is 
it fair to say that nicotine's effect -- 
biochemical effect on the body is in large part 
derived from its binding with the receptors? 

A. I would say in part. I don't know whether it 
would be on the same large part or not. 
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Q. Okay. Well, let me ask you this. Do you 
have a view as to whether the potential increase of 
heart rate and blood pressure in humans is 
triggered or the result, in part, of nicotine's 
binding with the receptors? 

A. One could hypothesize that, yes. 


DR. you hypothesize that? 


Nipt personally, no. 

Ok^vJ Why don't you? I mean, is there some 


other e; 


Ination? 


A. WfeTTp I mean, it's just not an area that I 


work, imean, I can understand where somebody 

/cWira -^^could hypothesize that. 

§* PN WW 

Q. How would they hypothesize that? I mean, 


what wouM^'be the connection between 


I mean, the 


smoker 3 


es a cigarette, the nicotine is absorbed 


into hi^ 


'stem - - 


A . Cpr|rec t . 

Q. it binds with the receptors. Down the 

road there is a potential of increase of heart rate 
and blood pressure. What’s the -- 


A. It may - 


BY MR. PLASSE: 


MS. FEE: Hang on, let him 


What are the intermediate stages, if you 
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know? 


A. Again, I can only suppose that you could have 
such effects from interaction with the ganglionic 
receptors, which I mentioned earlier. But, at this 
point, very little is understood about that. 

Q. Are there efforts at pharmacology division to 
try to farther study those areas -- that area? 

'\\VvVvW 


it in terms of mechanistics, no. 



lo you mean by "mechanistics"? 
lism of how it all works. 


is basically our focus on mechanism 


studyini 


so what are you studying? You're 
ion flux - - 




at's one area you're focusing on. I 


mean, 


'the ion flux at some point result -- or 


trigger -- or relate to the increase in heart 

^9 rate or blood pressure caused by smoking a 
2 { 0 cigarette? 

%sl A. It may. 

22 Q. Would you hypothesize that? 


23 A 


It may. 


24 Q. But your pharmacology division doesn't get to 

25 the point -- that point of how blood rate -- blood 
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pressure and heart rates are impacted by smoking 

cigarettes? 

A. No. That's not our particular area of 


Q. All right. You focus on the ion flux, what 
happens to the cell, and then that's it? I'm just 
trying Ib- g, g et a sense of where your -- where your 
studies^nd . 


in the case of the CNS receptors, we're 


interes,^^in how neurons -- the functioning of 


neurons; 


and results from those interactions. 



g generally, have you learned about the 


io|Ti|i<| of neurons in that context? 

Ikgs«sdn, we and others have studied this area 


about t 



ame time with 


all finding the same 


types 0 ^F"'“TTh i n g s , that nicotinic receptors in the 
CNS aref®pinLmary neuromodu 1 atory . 


MR. PLASSE: I'm sorry, could you 


read that back, please. 

(WHEREUPON, THE ANSWER WAS READ BACK BY THE COURT 


REPORTER AS FOLLOWS: 


I mean, we and others 


have studied this area about 


the same time with -- all 


finding the same types of 
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things, that nicotinic 
receptors in the CNS are 
primary neuromodulatory. 


BY MR. PLASSE: 


Q. What's neuromodulatory? 

A. Modulating the release of neurotransmitters. 
Q. Cja^i y. ou describe what modulating the release 


of neurRra'nsmitters are, in lay terms. 

A. s ^fe°f these receptors -- I guess a lot of 


the reci 


irs that are being studied in CNS are on 


nerve endings and modulate the -- the release of 


n egr„o t r anlais i 11 e r s in response to nerve traffic. 

G^^ig back to what I was calling the first 

# pwl 

part o f process, that is, the binding effect 


between 


nicotine and the -- excuse me, the 


receptoNr^when you do your studies or have done 


your stl 


■ s on rats, how did you determine what 


amounts J n icotine to use in the testing? Are 

there factors that guide you? 

A. You're talking about studies with whole 
animals or tissues or -- 
Q. Tissues. Tissues. 

A. You don't know a priori; you have to go in 


and explore that. 


COURT REPORTER: You don't know 
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I didn't understand -- 

THE WITNESS: A priori. What those 
levels -- you have to -- that's part of what we're 
trying to understand. 

BY MR. PLASSE: 

Q. So is it true that certain levels of nicotine 
in your^tests with animal tissues will not 
trigger^- ir will not trigger a type of binding 
r e s p o n s t you're looking for? 

0 A. Nhere is a dose response relationship, 


yes . 


Q Hj 


respons 


A. Ye 


I mean, 1 


jyou done any studies that deal with that 


geTO-al^sue -- general subject about the dose 


lationship? 

That's typically one of the parameters 



that we ur e 


And, in general, what have you found? 
'ou find that there are specified doses 


that will generate the response and others that 
don't ? 

A. Well, if you go to certain low levels, you 
know, that's -- basically the definition of a dose 
response, at some point. 

Q. And that's 

A. But it's more complex than that, because you 
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don't get a 


always get a one-to-one relationship 


between the size of the effect and the biological 
response. That can vary. 

Q. Is it fair to say, based upon the studies 
that you've done on dose response relationships 
with that tissue, that there's a minimum amount of 
nic o tine necessary to trigger the binding response 


■r; 

A. I Pcfori ' t -- I don't see how you could 
0 extrapoM^ that. Because, even at the cellular 


level, r 


hard to really predict a direct 


relat ioLiMp between binding and response 


OiPs|y . 


Btecaiise there's -- there are issues of spare 


receptor 



I mean, pharmacologically, it's a very 


compl ex^fciidng to sort out 


Q • 01 


Well, let's focus on receptors in the 


CNS, ce=nt|ral nervous system, in humans. Is it 
necessary, in order to trigger a response from 
nicotine, that a certain dosage of nicotine must 
be -- I'm not sure what the verb is, introduced 
into the system to -- to bind with the receptor? 

A. That was kind of a long one. You might have 
to run that one by me one more time. 

Q. I'll rephrase it. I'll rephrase it. 
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I mean, do you have a view that there's 
certain minimum doses of nicotine necessary to 
generate a binding process of receptors in the 
central nervous system? 

A. Typically, the easiest way to measure the 
interaction of a compound like nicotine with the 
recepto^ is to measure a so-called EC50. And that 


gives y|lu kind of a crude measure of how much of a 
compounflJSd ligand it takes to activate half of the 



okay’d EC50 is a type of test? 


no, it's a measure -- it's a measure 


e -- a certain point on the dose response 



curve. 


Q • Ok 


7 measure 



, v So -- and that measure is seeking to 


dose triggers half, you said, of 


8 receptors) responding? 


A. Yes. 

Q. Receptors in CNS? 

A. Any receptor that you choose to study. It's 
a -- it's a very general approach. 

Q. Is EC50 something -- some proprietary 
analysis of RJR? 

A. No, no, no. That -- that's a -- 
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Q. Is it industry-wide? 

A. No, that's a general term used by all 
pharmacologists. 

Q. Okay. So is it fair to say that, if I lit a 
cigarette and took one puff, and then, later on, 
the next day, I lit a cigarette and smoked the 
entire :fe<i erarette, that smoking the entire cigarette 


would trigger more of a binding process with CNS 

| 1 

receptoi^^ihan the one puff? 


A. T$r®li^ 's no way you could predict that. 


that likely, though? All things being 


how muc| 


1 other things being equal? 


NoJ!,Because you 


there's no way to predict 


Sjj going to be absorbed. The -- the whole 


an i ma 1 


;era is a -- is very difficult to work 


with, vmT'c'h is why we're kind of working our way up 


from th^e vv mqlecular level; it's -- there are just 


too ma) 


iriables 


Q. So you're not able to say -- 

A. People metabolize things differently, they 


take things up 


I mean, it's 


there's just no way to predict. 

Q. Okay. In your testing, do you measure the 
amount of nicotine that's taken into this -- well, 
I'll withdraw that. 
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It's possible to measure the amount of 
nicotine within, for example, a person, isn't it, 
by taking blood and measuring nicotine levels 


there? 


A. It is possible, yes. 

Q. Okay. Is it fair to say that, by virtue of 
my smoking a cigarette and -- I'm sorry, withdraw 


that. 


nicotii 


r" 


^Is it fair to say that increased 
Ivels in the body would tend to create a 


greatef bidding of receptors in the central nervous 




a gener; 


necessarily. 

^•ight . But as a general matter, is there 
Correlation between high levels of 


i c o t i eating a greater response of receptors 


in the 


ral nervous system? 


fnfT|i vitro models, that's correct. But, 


again, one has to consider the complexity of the 
system. And that's where it breaks down. Which is 
a frustration of doing molecular approaches to 
these things, in general. But . . . 

Q. Have you done any studies on compounds or 
chemicals other than nicotine in your work at RJR? 

A. Yes. 
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Q. Which other chemicals or compounds have you 
1ooked at ? 

A. Several hundred. 


Q. Oh, okay. I'm sorry. 

Let me try it this way. 

What about caffeine? Have you looked 
into h o^caffeine affects, if at all, receptors? 
A. Wp^h^ve not actually done caffeine in our 

r n 

1 aboratb2vJ no. 


0 Q. 


Do you have an understanding, based 


upon whiat ™ou may have read as to what -- how 


c a f f e i nj 


jjteracts with receptors? 
general way, yes. 

i 

I What's that way? 

I 

t, I haven't read that 1. 


quite a^-j^thvile. The last time I did read it, my 


understj 


"ng was that methylxanthenes in general, 


of which jct|ffeine is one, interact with adenosine 
receptors. 

Q. Is that a different type of receptors -- 
A. Yes. 

Q. -- than those that interact with nicotine? 

A . Yes. 

Q. Does it have a similar biochemical response? 
A. I believe adenosine -- well, I don't want to 
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misspeak. I'm not sure 


I can't remember exactly 


how the adenosine receptors work. 

Q. I mean, do you have that ions flux that you 


have with nicotine receptors 


- nicotinic 


receptors ? 

A. My recollection is that you -- that you 


don't 


again, I haven't seen that literature 


in quit e'‘ while . 


Q . Ho 


man j uai$ 


recepto: 



out marijuana or compounds of 
o they interact with different 
the body? I'm sorry, with receptors 


A. 1 C< 


lunds -- what kind of compound. 


spe c i f i ch'ijLy ? 


s, marijuana or any type of derivative 


of mari^ua^la. 


fn , marijuana is a plant, but, I mean - 


Q. irfrlorry. Okay. I'm actually thinking of 
your testimony in the other Arch case. I -- well, 
I thought you indicated that one of the chemicals 
or components of marijuana might have an impact 
upon receptors; is that true? 

A. That's possible. 

Q. Have you ever read that anywhere or heard 
that anywhere? 
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A. I've heard it proposed; but I'm not aware of 
any literature that's really sorted that issue out. 

Q. Okay. And do you know whether there's a 
similar type of ions flux as there is in the -- 
resulting from the binding of nicotinic receptors? 

A. Similar to 

Q . Lj&jt. me withdraw the question. 

Dealing with the chemicals or co rap o u n d s 
derivem marijuana and their impact upon 
recepto^^^do they respond to them in a manner 


similar! to,the way that you have this ion flux in 


^with nicotinic receptors? 


A. " Af^in, I'm not aware of anybody that's 

# p«| bid 

charactered those receptors. So, I can't answer 


that. 




Q. Hfe'W“~<about cocaine? Does that have any impact 


upon rectors in the body? 

A. TDielre^ is an interaction with proteins, 


cellular proteins. They're not receptors; I 
wouldn't classify them as receptors, per se. 

Q. So, a part of the cocaine interacts with a 
cellular protein? Is that -- 

A. Yes. 

Q. And is that interaction comparable in any way 

to the way that nicotine reacts to receptors? 
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A . No . 

Q. How is it different? 

A. My understanding is that it binds to an -- an 
uptake protein that -- that takes molecules into 
the cell. Which is -- I guess they refer to those 
6 as transporter molecules. 

Q. Ap,d then there, in turn, I guess there's some 

type of^hysiological response to that, is that 

r > 

correct LJy the body? 


0 A . 
yes 



one could hypothesize that there is, 


T ^M S not y° ur area expertise? 

N.i^ it's a little bit outside -- 

W ay...; way gone -- far away? 

F|x^'n° u gh away not to be able to speak 



mu 




d e f i n i t y about it. 

Q . Du know whether cocaine produces any 
physiol^^<|a 1 effects on humans, similar to the 
effects of -- derived from smoking cigarettes? 

A. I mean, I've never seen -- I mean, I've seen 
people try to compare those things in the 
literature, but I'm not really familiar with the 
literature in that area. 

Q. Well, have you ever seen in the literature 
any indication that cocaine may increase a person's 
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awareness or increase their heart -- heart rate? 
A. No, I've never seen anything to that effect 


Again, I 


I don’t read that 


Q. Okay. How about heroine? Does it have any 
impact upon receptors in the body, that you're 
aware of? 

A. A'Stain, that's outside. But I -- to the best 


of my knowledge, it interacts with receptors, yes. 
Q. AgaJbdban you describe, to the extent that you 


know, 


the nature of that interaction is. 



believe it interacts with so-called opiate 


r? are the opiate receptors located? 


that's f 


part of the body, if you know? 
isume -- no, I really don't know. Again, 
the literature that I -- that I 


typi cal l j'.^read , so ... 

Q. Just going back to the cellular proteins that 
you referred to in the context of cocaine, where 
are those proteins located, if you know? 

A. There are some that have been identified on 
nerve endings. 

Q. Do you have an understanding as to whether 
there are any similarities between the biochemical 
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effects of heroine in the body and the effects of 
nicotine in the body? 

A. None, that I can think of. 


MR. PLASSE: Can we take like 


five-minute break? 


VIDEOGRAPHER: We're going off the 


record sat 11:13 a.m. 


"TAKEN FROM 11:13 A.M. TO 11:25 A.M.) 


the r e c. 


BY MR . 


VIDEOGRAPHER: We're going back on 



at 11:25 a.m 



Dr. Lippiello, you're currently 


RJR, right? 


A. E'mjorry? 

Q. Yg^pre currently employed by RJR? 

A. Yes, I am. 

Q. Jupitt want to follow up on, I guess, some 
area I pursuing before. 

We talked about the cardiovascular 
effects resulting from nicotine derived from 
smoking, generally. 

A. Okay. 

Q. I mean, are you familiar with the specifics 
of those types of -- well, I guess we talked about 
increased heart rate -- 
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A. Uh-huh - 


Q. -- and blood pressure as two of those 
effects, right? 

A. Right. That's correct. 

Q. Any others that you're generally familiar 

with? 


rdiovascular effects? 



d are the two that you hear about the 


most , y^ 


O-ka'y ^ Now, is it fair to say that the 


cardiov. 



process^. 


A. It 


n 1 co 1 1 n 


effects! 



lar effects resulting from nicotine 


smoking result from the binding 


gween the receptors and the nicotine? 
s -- it is possible that binding of 
n certain receptors could result in those 


Oka|y • Do you know any other reasons or -- 


well, some other cause, other than that binding 
process, that causes the cardiovascular effects 
resulting from nicotine obtained from smoking? 

A. I do not know of any, but I could not rule 
them out, either. 

Q. Okay. I have a similar line of questions for 
nicotine's impact upon the central nervous system. 
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We talked generally about nicotine's impact upon 
the central nervous system. Do you recall that? 

A. I can't recall specifically what we talked 
about, but - - 

Q. All right, well, let's do it this way. 

A. There were a number of things. 

Q. wb ati impact does nicotine, obtained from 


smoking^ h^ve on t ^ ie central nervous system? 

A. Wb .&^n't know the answer to that. At least I 
don't plfifllpna 11 y know the answer to that. 


Ks, 1II Q . 




central! 



I mean, there aren't any 


^symptoms or behavior that you're aware 
|ult from nicotine's impact upon the 
j|vous system? 

tjine -- well, work that's been done in 


animals-"wTt\h nicotine I'm familiar with. 



A . Ri 


what does that show, if you know? 

l din S ? 


Q. Nicotine's impact upon the central nervous 
0 system. What the nature of the impact is. 

A. There's a whole body of literature showing 
that you can increase cognitive function, for 
example, learning and memory. 

Q. Okay. So do you have a view as to whether 
nicotine obtained from smoking, in humans, 
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affects -- affects humans' cognitive functions? 

A. Obtained from -- I'm not familiar with the 
smoking literature, but I am familiar with nicotine 
patch work that's been done in humans. And, yes, 
they have demonstrated that it improves cognition. 

Q. Is there some reason to believe that nicotine 
o b t a i n e f r<o m smoking wouldn't have a similar 


result on cognitive functions in humans? 

f- 

A. I fpafeeJ ss I have no reason to believe that, no 

Q . L see. In terms of general areas of the 

body afjfjio.tied by nicotine, we talked about central 
nep^us^^tem, cardiovascular system. What other 
a 1 s of the body are -- are affected by 

nicotin^^f you know? 

A. I^m.nk we also mentioned the 
g a s t r o i ntfe/s^t i n a 1 . 

Q. olayAnything else? What about ganglia? 


Is that thing separate or ... 

A. Ganglionic interactions are parts of many of 
t hose things. 

Q. Okay. Okay. 

Anything other -- in terms of general 
parts of the body, other than gastrointestinal, CNS 
and cardiovascular, in terms of what impact 
nicotine has on the body? 
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A. Those are the main areas that I'm aware of. 

Q. And what generally are the 
gastrointestinal — I'm sorry, how does nicotine 
obtained from smoking affect the -- I'm not sure 
what you call it, gastrointestinal part of the 
body? 

A. Aiaain, I'm not as familiar with nicotine 


obtainepr fiom smoking. But nicotine can cause GI 

ip.. "n| 

dis t u r bkifcds: Nausea, vomiting, those sorts of 


things. g 


$e±±7 so you're referring to information 


relating 


nicotine patches' effect on the 


g#§^roi|i|estinal system? 

A. PgojjJ e have reported those effects from the 

patch, t L 's correct. 

Q. A|94r^in the nicotine patch, is -- is there a 
similarp^pPifcess whereby nicotine interacts with 


receptors in parts of the body to create a - 


A. It's possible. 

Q. -- result? 

Well, I mean, is there any reason that 
you have that you think that the nicotine in a 
nicotine patch would interact differently with 
receptors than nicotine obtained from smoking? 

A. I -- I would have no reason -- I mean, 
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there's no evidence that I'm aware of that would 
s ugge st that. 

Q. So do you have a view or a hypothetical view 
as to whether the nicotine in a nicotine patch 
affects receptors in a similar way that nicotine 
obtained from smoking does? 


Did I lose you? 

fifadi 

r" 


t ^ 

have a view or an opinion as to 


A . 

Q • 

whether^^H nicotine obtained from a nicotine patch 
af f ects^^eptors in the body the same or similar 
w a^Wt h ayfesJc&J c o t i n e obtained from smoking does? 

|ean, any evidence to the contrary -- 

mentioned earlier, I have no reason to 
t they would be different, 
ight . Turning back for a moment to 
itained from smoking's effect on the 
cardiov liar system. 

Is it fair to say that certain 
minimal -- minimum doses of nicotine would not bind 
with receptors and therefore not trigger that 
response on the cardiovascular -- a response in the 
cardiovascular system? 

A. I think that would be a reasonable 
hypo t he sis. 
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Q. Is it fair to say that a minimum amount of 
let me withdraw that. 

Is it fair to say that certain minimal 
levels of nicotine obtained from smoking would be 
so low as to not bind with receptors and produce 
any effect on the central nervous system? 




MS. FEE: Object to the form 


THE WITNESS: Could you repeat the 


q u e s t i o| 


ilease . 


MR. PLASSE: Could I have -- two 

questions before, please. The one about the 


REPORTE 


jlar system . 

THE RECORD WAS READ BACK BY THE COURT 




FOLLOWS: 



Is it fair to say that 



certain minimal 


minimum 


doses of nicotine would not 


bind with receptors and 
therefore not trigger that 


response on the 
cardiovascular -- a response 
in the cardiovascular system? 


BY MR. PLASSE: 


Q. I have a similar question with respect to the 
central nervous system. Is it fair to say that 
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certain minimum dosages of nicotine would not bind 
with receptors and therefore not trigger a response 
in the central nervous system? 

A. It would be possible to hypothesize that, 


Q. I believe you testified in that Arch 
deposit^n ^that one of the first or early things 


you did^ at RJR was a study about lip coverage on 


f i 1 ters^Mo you recall that testimony? 


0 A 


't recall the testimony specifically. 

Do you recall doing a study on lip 
filters sometime while you were at RJR? 


Yfesi, si do 



And in general, what was the subject 


s trying to -- to see what the 


of that 


basic approach was to try to measure what the 


maximum^ 


^ coverage was, on average, on a filter, 


by people smoking ad lib. 

0 Q. I'm sorry, people smoking, what? 

A. Ad lib. 

Q. Ad lib? 

A. Ad libitum; smoking their own brand, ad 

1ibiturn. 

Q. And did you have an understanding as to why 
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that research or study was being requested? 

A. Yes. 

Q. Why was that? 

A. It was to gain some information that could be 
relevant to a — a case that was going on at the 
time. 

Q. Ah"<l tjhis was lip coverage on the filter? 

A . 

Q . 

in it, 
in the 


Y Is . 

jr ^ 


filter have 


vents or holes 


^'ones that you were -- that were involved 





Sf"Ji^d you have an understanding as to 
whether^^ the lip coverage was sufficient as to 
cover a^p^)ie vent holes in the filter, as to 

NW,WMWiW?^ 

whether would have any impact on the amount of 

nicot inJ^fljtained by the smoker? 

A. T ^lj oas -- that was a long one; you may have 
to break that one down. 

Q. Okay. You're seeking to measure lip coverage 
on a filter. 

A. Correct. 

Q. The filter has got vent holes in it? 

A. Correct. 

Q. Did you have an understanding as to whether 
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and by "lips" it means the lips of the 


smoker, right? 


A . Correct . 


Q. Did you have an understanding as to whether, 
if the lips of the smoker covered all the vent 
holes, that that smoker would obtain more nicotine 


than he /,w ould than if his lips did not cover all 


the venr holes? 


A . It, 


fn't have a specific understanding of 


that, 

Q. wfiWj is that likely, that if, in fact, the 


1 ins, cos 



he didnL 


jail the vent holes, that the smoker 

I 

to obtain more nicotine than he would if 

i 

cover all the holes -- vent holes? 


A. AcypP*, I don't know enough about the 
me chan i|®^~«of the cigarette to know that. 

Q. dIPP^ou have any understanding as to whether 


smokers^ i|s^ng that type of filter would have any 
reason to cover all the vent holes than not cover 


all the vent holes? 


A. (No response.) 

Q. You don't know or you don't understand my 
question? The question doesn't make any sense? 

A . No . 

Q. Sorry. 
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I'll withdraw the question. 

What were the results of your study? 
A. The conclusion was that, on average, the 
'F" \4| smoker's lips did not cover -- reach the same 

distance on the filter as the vent holes were 
located; several millimeters short of that point 
Q. /&K.e you aware of any other research that 


coneluc 


differently, that the smoker's lips in 


anotherl: 


indicated that the lips did cover 


s u f f i c ij 


cover all the vent holes in the 


filter? 




fou have an understanding as to whether, 

| 

jer's lips did cover all the vent holes, 

1 

"would get more nicotine by smoking? 

f 

MS. FEE: Objection. Asked and 


MR. PLASSE: You can answer. You 


MS. FEE: If you can answer it, you 


THE WITNESS: The --my 

understanding was that they were trying to get a 
handle on whether the amount of smoke delivered 
changed with coverage of the vents. I think that 


if the 


the smo 


answer* 


can answer 
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was the main 


the main area of i 


BY MR. PLASSE: 

Q. Did you have an understanding that if the 
amount of smoke increased, as a result of coverage 
of the vents, then the amount of nicotine would 
also increase? 

A. A|*aJ- n i/ one can hypothesize that; but in the 


absence^of a measurement 



that it would? 


'm saying in the absence of a 


measure! 


j, I can't say. 


pharmacology division, while you were 
jS..Jt aIked before about how you did work on 
:o^B|nd pharmacokinetics, right? 

Inot do work on pharmacokinetics, no. 
wBTTT\in the pharmacology division included - 


IhcTuded 


JLfehat. Not necessarily by you 


And the study of pharmacokinetics dealt 


with nicotine; is that correct? There was a focus 
on nicotine and how quickly that went through 
organs? Appeared -- 

A. They were looking at plasma levels, yes. 

Q. Plasma levels of nicotine? 

A. Yes . 

_NATIONWIDE COURT REPORTING, LTD. (800) 232 - 6878 


http://legacy.library.ucsf.ecfiritittbpyyt|Q^aOjQ!ipd^.industrydocuments.ucsf.edu/docs/rlhl0001 




THE CORBY GROUP 1-800-255-5040 LASER STOCK FORM B 


PATRICK LIPPIELLO, Ph.D., 10/17/97 


Page 80 


Q. Any other chemicals or compounds? 

A. I really can't recall. They may have -- 
may have looked at cotinine, but I'm not sure. 
Q. Is cotinine a derivative of nicotine? 

A . Yes. 


they 




It's a metabolic? 


ja metabolite. 


So -- just trying to summarize. 




There 


pharma 


nicot i] 



^r work on receptors, there's work on 

4 

netics; both of those involve principally 
is that right? Studies relating to 


hat's not correct. 


XJ-5 


Q. V^lipi^s that not correct? 

A. receptor work was really more basic 

resear c ;: H™"o'h the receptor system. And nicotine was 


just one of many molecular tools that we used. 


Q. But isn't it true that the focus, in 

terms of molecular tools, was nicotine -- let me 


withdraw that. 


Nicotine was one of the molecular tools; 


is that correct? 


A . Yes. 


Q. And wasn't it the principal molecular tool 
that was used in the study of the receptors? 
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A. No. It was just one of quite a 


quite a 


few, actually, even at the time we got into the 
research. 

Q. What were some of the other molecular tools 
that were used? 

A. Other nicotine and acetylcholine-like 
mo 1 ecu 1 . 


0 Q 


.tft they were all related to nicotine? 
r e n 11 c a 1 with, but related to, yes. 

, it wasn't that -- you weren't doing 


studies;. aboilt caffeine. 





heroine s® 


1 not do any caffeine studies. 

You didn't do any studies about 
:ocaine, did you? 


Q . S it fair to say that nicotine or 

nicot inlW^flated compounds or chemicals were the 
primarybb|us of the pharmacology division? 

A. No, I don't think that's fair to say. 

Q. Why not? 

A. The focus was the receptor system. 

Q. Okay. And the receptor system was viewed -- 
or you were looking at how nicotine or 
nicotine-related compounds or chemicals impacted 
upon the receptor system; isn't that correct? 
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r \ 4 


A. Yes. In order to understand the features of 
the receptor. 

Q. In other words -- well, looking at it in 
another way, in terms of molecular tools, nicotine 
was the primary one used within the pharmacology 
nicotine compounds, related to nicotine, was the 
printaryKPn e used in the pharmacology division and 


studiedPr wasn ' t that true? 


iligo we use. 


Q . oik a; 


* 

g were -- those were among the tools that 


Well, I think you indicated there may 


.1 

*|ome — identified some other molecular 
t ^^^ W8re related to ni cotine in some 
fa shi° n W^ght? Or were derivatives of nicotine? 



Q . ight. I withdraw that question. 

' j' m going to show you what was marked as 
Lippie 1 xhibit Number 1 in your prior 

deposition. Other than at your deposition, have 
you ever seen this document before? 

A. Other than at my deposition? 


Right. 


(WITNESS REVIEWS DOCUMENT) 


Let me look at this one more time. It was 
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It's likely that the deposition was the 
first time I'd seen this in a long time, if I 
remembered seeing it at all. 

Q. Okay. Well, do you recall receiving it in 
around May of 1983 -- 

A . No . 

Q. -kwhich is the date? 


I^can't -- I can't really recall that far 


5 5 

back, n 


Q . I< 


, as you look at the document, is there 


some reason, to think that you would not have 


edJkto in May -- May of 1983? 

1^- you know, I may not have, because it's 


not spei 


:ally addressed to me. 


Q . Yor^P^'e listed as the project leader on the 


first 


the exhibit. As project leader, you 


wouldn' 


fve received a copy of the -- of the 


documen^^ 

A. It's possible that I may not have. It may 
be -- it may have been a synopsis, for example, 
that John Reynolds was preparing for his 
management . 


What was your relationship to Mr. Reynolds in 


1 983 ? 


A. He was my supervisor. 
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Q. Let me just read into the record under 
"Description/Background". (Reading) 

Current theories of the 
action of endogenous or 
exogenous agents on the 
central nervous system 
Kv < postulate that observable 


r:. 


do you | 
" endoge! 



psychophysiological effects 
are brought about by chemical 
interactions (binding) of 
these agents with specific 
areas (receptors) located in 
or on specific cell types 
within the CNS. 

I guess one question I have is what 
an understanding what the term 
" means as used in this context? 


A. Eiu|cy|enous means within -- within the body. 
Q. What about "exogenous"? Do you have an 
understanding of what that refers to? 

A. Also in this context? 

Q. Yeah, in this context. 

A. From without the -- from outside of the body 

Q. The next sentence reads, quote: (Reading) 

Therefore, to fully 
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n 


fev. 


ini 




understand exactly how agents 
produce their effects, it is 
necessary to locate and 
characterize receptors, 
identify the cell types or 
brain areas with which they 
are associated, and determine 
what specific neuro chemical 
processes or agents occur -- 

MS. FEE: I think it says "events". 

MR. PLASSE: I'm sorry, "events". 


-- occur as a result of 
interactions of the receptors 
and active agents. 
r““ , *\Did you have an understanding, in May of 
19 83, t^^^jit was -- in order to fully understand 

e x a c 11 YiJni agents produce their effects, it was 
necessary to locate and characterize the receptors 
and identify the cell types of brain areas with 
which they were associated? 

THE WITNESS: That is one approach 

that was proposed at the time, yes. 

BY MR. PLASSE: 

Q. Okay. And was that approach followed? 
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A. Yes. 


Q. I mean, that approach was followed, in fact, 
by, in part, virtue of your work on receptors; 
isn't that true? 

A. Correct. 

Q. Under "Commercial" -- under "Commercial" on 


the f ir! 
( Re ad i ns 


jage of the exhibit, it states, quote: 



^ Arrest the declining 

^ social acceptability of 

^ smoking. 

^Then there's some handwritten notation. 
^Is that handwriting yours, do you know? 
^es not appear to be mine, no. 
ink the handwriting says, quote: 


(Readinbrr^ 

New products resulting 
L...L^.j from enhancement of benefits. 

[ End quote.] 

Did you have an understanding in - 
May of 1983 that your work had any commercial 
application? 

A. No, not at the time. 

Q. Do you now have any understanding as to 
whether it had any commercial application? 
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Do I understand now 


could you - - 


Q. Well, focusing on your work on receptors, do 
you have an understanding as to whether now -- do 
you now understand whether it had any commercial 
application? 

A. That's the part I'm -- I'm losing you on, 
"had" . k 



Q . Olt ay.' Had or has? 

? 'W" X 

I'll rephrase the question since 
you' re eem to be puzzled by it. 


A. W:e 11 ^ you keep going -- I'm not sure where 


rek^Jrustime . 


Okay . 


iia—^What commercial application, if any, 
does york in receptors have? 

A. Pir-e-ts^ ntly, it has -- 

Q. pfcWffntly, yeah. 


jtential commercial application in 


therapeutics. 

Q. Like in connection with treatment of 
Alzheimer's disease? 

A. Partly in connection with Alzheimer's 
disease, that's correct. 

Q. Anything else? 

A. There are a number of diseases now that have 
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been shown to -- to respond positively to nicotine 
or nicotine -1 ike compounds. 

Q. Okay. What other ones? 

A. Attention deficit, Tourette's syndrome, 
ulcerative colitis, Parkinson's disease. Those are 
the primary ones. Schizophrenia, possibly. 

Q. wb're you aware that -- I'm sorry, could I 


have my^question that he responded to read back. 


r“ ^ 

5 ^ 


^ (DISCUSSION OFF THE RECORD) 
f THE QUESTION WAS READ BACK BY THE COURT 


REPORTER AS FOLLOWS: 


What commercial 


5 BY MR 



application, if any, does 
your work in receptors have? 


6 Q. wh v 8'Yrxwas the first time you became aware that 

7 your wol^iF^On receptors had some type of commercial 

8 app 1 icato Alzheimer's disease? 

9 A. I'm not sure it was an awareness of the 
0 commercial application at the time, but an 

application, certainly. 

Q. Okay. 

A. Because of the epidemiology that was coming 
out, showing inverse correlation between 
Alzheimer's and smoking. 
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Q. Okay. When did you become aware of that 
inverse correlation? 

A. That was mid to late '80s. 

Q. Okay. So when you started your work on 
receptors, you were not familiar with that inverse 
correlation between smoking and Alzheimer's 
di sease&w were you? 

LeC 

A . 

Q. Sj p ior to your learning about the inverse 
correl . between smoking and Alzheimer's 

disease ire you aware of any commercial 
a i of your work on receptors? 

|as not aware of any, no. 

'ou have reason to believe that others at 
ling those above you that you 
, or management, had any understanding 
ler your work on receptors would have any 
commerc^Jl^application, prior to the time that you 
learned about the inverse correlation between 
Alzheimer's disease and smoking? 

A. I can't say -- no. They may have, but I was 
not aware of it. 

Q. Do you have any understanding what the 
reference is to "arrest the declining social 
acceptability of smoking" is, that's referred to on 
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the first page of Exhibit 1? 

A. The question regarding that phrase was? 

Q. Do you know what that refers to? 

A. Not specifically. I mean, at the time -- I 
wasn't aware of that, at the time, no. 

Q. Okay. Well, were you aware, at or about that 
time, tfh ^ty RJR or any other cigarette manufacturer 


was cortcerned about the level of tar in their 

r" i 

cigareti^jfl and were seeking to reduce the amount of 


tar in ft^^i r 



de c 1 i n 


it the t iine , no . 

you aware, at or about that time, in 


I market share of cigarettes were 


At that time I was completely focused on 


my resdarqi. So I really was not aware of that. 


Premie: 


jid you do any work in connection with the 
ifilar Eclipse projects at RJR? 


Q. Were you aware that there was a development 
of a Premiere cigarette while you were at RJR? 

A. Only after it was introduced. 

Q. And when you say "introduced," you mean -- 
A. Into test markets. 

Q. Uh-huh. How did it do in the test marketing? 
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lH|i 


»j 


Did you know? 

A. Only in general terms. It didn't seem to do 
very well -- in general terms, my recollection is 
it didn't do very well. 

Q. Did you ever have any understanding as to 
whether Premiere was designed to be a cigarette 
with a hs- Qwe r tar amount than other cigarettes 
manufacjf/uj^ed by RJR? 

A. Vp^^ean -- after it was introduced, it 
became ^^ous from the -- the data that were being 
generahat it was, yes, lower -- lower tar. 

A|^to|id you have an understanding as to the 
atfil.ru if any, that RJR was at that time 
trying b^romote a lower tar cigarette? 


.4 trying 
.5 A. 



.Not to my knowledge. 


6 Q. D^lcF^ou have anything to do -- well, when did 
you leajjrn^-- did you have . . . 

D i d there come a time when you learned 
that Eclipse cigarettes were being test marketed? 

0 A. Yes. 

Q. Okay. Did you know about Eclipse before you 
learned about their being test marketed? 

A. Only in the sense that there were continuing 
developments growing out of Premier. 

Q. Okay. Did you have an understanding that 
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Eclipse was intended to be a lower tar cigarette or 
a low tar cigarette? 

A. Intended, no. I mean, I was aware that it 
had similar low tar properties. 

Q. Similar to Premier. Is that -- 
A. Possibly similar to Premier, yeah. 

Q. D^d you have any -- any understanding as to 


the n i cpF£ irie levels of Eclipse, at the time you 


learnei 


Jit being test marketed? 


:^^ember seeing some numbers. 

JetPn|e show you what was marked as Exhibit 2 


at vour. 


position. Other than at your deposition, 


dcF^ybu ^ow whether you've ever seen this document? 



pother than the deposition, no. 

I 

:■ On the third page of the -- 


no, I'm 


6 sorry, ^ 
4 3 6 8, tl 


fourth page of the exhibit, it's RJR 
's a reference to paragraph 4, 


"Pharmafeqldgy of Nicotine" where you're listed, and 


particularly under subparagraph C, "Nicotine 
0 Titration". 

Do you have an understanding of what 
nicotine titration is? As used in that context. 

A. No. I wasn't aware of this. So I'm not sure 
what -- what it refers to. 

Q. Let me show you what was marked as Exhibit 3 
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to your deposition and ask you whether you've seen 
this document, Exhibit 3, other than at your 
deposition. 

A. No, not other than at the deposition. 

Q. Were you involved with the "Biobehavioral 
Research Program" that's referred to here? 

A. AHvthe time it was the biobehavioral 


d i v i s i ofn , yes. 


r” i 





| e t me ask you if you believe the 


to under "Background" is 


accurate.jAnd I'll read it into the record 


The Biobehavioral 
Research Program is a 
multidisciplinary program 
designed to yield knowledge 
about the physiological, 
psychological, and behavioral 
aspects of tobacco product 
use, with emphasis on 
smoking. It includes 
projects dealing with 
detailed smoking behavior, 
the physiology and 
pharmacology of nicotine, and 
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Readi 




11 8 


the psychophysiological 

effects of smoking. 

Is that true to your knowledge? 

A. To my knowledge, that was the overall 
background for that program, yes, or division. 

VIDE0GRAPHER: Mr. Plasse, we have 

five mjhuates left on the videotape. 

vv.vwv.vvJ 


BY MR . fPLASSE : 

r~ 

f 's 

Q. 4v as the objective of that division as 
referrtfl^R) in this exhibit that is to, quote: 

Develop knowledge about 
the physiological, 
psychological, and behavioral 
aspects of tobacco product 
use, for the following 
purposes: 1) aid in the 

design and development of new 
or improved products which 
address consumer wants, 2) 
define aspects of tobacco 
product use which are 
consciously or unconsciously 
perceived as benefits by 
users, 3) aid in addressing 
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external issues. 


Does that, to your knowledge, correctly 
refer to the objective of that division? 

A. I really don't recall the first two 
objectives, per se. Our research, I know, was 
primarily focused around the third one, which is 
addressir/g ^external issues. 


Q. Okay. And what is -- do you have an 

rvl 

mderst^*ng of what the reference is to external 


issues? 



a very general term at that time, 


in|^ this philosophy, if you will, that we 


f &ojLnp the research that we were doing to be 
able to^^l with critics, for example, who might 
criticig^b.s in those areas or to "have a seat at 

BbwwwwwWb 

the tabis another way it's been put, have a 


right to an, opinion, in anything that's 


researc! 


plated that could address external 


issues. I mean, that was really the impetus behind 
the basic research. 

Q. Let me just go back to the reference to two, 


quote: (Reading) 


Define aspects of 


tobacco product use which are 
consciously or unconsciously 
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perceived as benefits by 
users. [End quote] . 

Do you have any understanding of what's 
being referred to there? 

A. It's likely that that's referring to 
behavioral work that was going on in the division 
at the Kd- m $ • 


Q . ®a y. You were not involved with that 

r~ ^ 

I? * 

b e h a v i dii&4:ld work? 


A. I'^^No . In fact, we were on opposite ends 
of the |loui^f ding. 


.hat Dr. Robinson who was involved with 


A. E &tosMa s one person involved in that, yes. 

Q. Ol; t Let me ask you, there's a reference 

under tfce^eading "Technical Goals" to, quote: 



t hat;? 


under t! 


( Readi: 


By 1985, have 
established an ongoing, 
state-of-the-art project for 
investigation of nicotine 
receptor pharmacology. [End 
quote . ] 

I mean, that was your bailiwick, right? 
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Q. .And did you have an understanding as to 

whether the reference under "Commercia1/Financia 1 

Goals" was correct, that is, that the division was 
to, quote: (Reading) 


Support the achievement 
of annual increases in 
cigarette share-of-market by 
the development of 
techno1ogy-based product 
advantages which address 
significant consumer wants? 
he question is, was I -- 
r ou have an understanding as to whether 


refers to the commercial or 



that a 


financ i 5 |^^ ; g o a 1 s ? 



really not aware of commercial or 


financilT®goals for our work at that time. "Our 


work" referring to my work. 

KV.SWW.LY.WK V "* 


lunch. 


MR. PLASSE: Why don't we break for 


VIDEOGRAPHER: We're going off the 


record at 12:08 p.m. 

(RECESS TAKEN FROM 12:08 P.M. TO 1:23 P.M.) 

VIDEOGRAPHER: This is tape 2 of 

the videotape deposition of Pat Lippiello, Ph.D. 
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We're going back on the record at 1:23 p.m. 
BY MR. PLASSE: 




SsJL: 


Q. Let me show you what was marked as Exhibit 27 
at your deposition. Do you recall ever seeing this 
document before? 

A. Almost certainly -- from what I can tell, 


this wa : 


ored by me. So I almost certainly, at 


the t i me., ^iaw it. It was signed by me also, 


appare 


J anuar’ 



’ou prepare the document on or about 
h, 1985? 


your b\ 


- I would have to say yes, based on 


! Ja.a.ve in front of me. 

ou prepare it in the ordinary course of 
>i|^§%ess at RJR? 

see. This is -- let's see if this was 


a - - tHis doesn't look like a report that I would 


have w: 


;n . This looks like some research I did 


into people working in this area. 

Q. But it was prepared during the course of your 
busine s s ? 

A. Yes. 

Q. And it was the ordinary course of your 
business to prepare this type of document? 

A. Documents that would go to John Reynolds, 
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yes, describe -- either describing our work or 
something of this nature. 

Q. Mr. Reynolds was your superior at that point? 
A . Yes. 

Q. And do you know if this is a true and 
copy of the document that you prepared? 


A . 

L;e,t me see 

it 

it appears t o 

be , 

based 

on 

what 

I 'lihat I 

have in 

front 

o f 

me . 





r" '"i 








Q • 

i f 

you could 

turn 

t o 

the 

first 

page 

o f 


the exhi%it§, I will have a number of questions. 
I'm bas^^ly going to ask you whether, you know, 
statement, to the best of your 





krf! 


Under "Introduction" it says, quote: 



( Reading 





The major goal of the 
Biobehaviora 1 division, as we 
understand it, is to define 
in detail the complex 
interactions of consumers and 
product which form the basis 
of smoking behavior. 

Is that correct, as far as you know? 

A. In the most general sense, I would have to 
agree, yes. 

Q. Skipping to paragraph roman numeral II, 
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"Biobehavioral Research, Ames/Strategies, " it 
states, quote: (Reading) 

It is generally accepted 
that smoking is a complex, 
learned behavior, based on 
the perceived benefits which 
the smoker derives from a 
complex interplay of 
physiological and 
psycho1ogica1 factors. 

Is that a correct statement, as far as 



|i.^r as I know. 

It continues, quote: (Reading) 

Further, it is believed 
that many, if not all, of the 
psychological benefits 
associated with smoking may 
be mediated by the 
interaction of nicotine with 
the central nervous system 
(CNS), particularly in the 
brain. [End quote.] 

Is that a correct statement? 

At the time, yes, that was the belief. 
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Q. What do you mean by the term "mediated"? 

A. In that -- in the context -- 

Q. In the context 

A. -- of that sentence? 

Q . Right . 

(WITNESS REVIEWS DOCUMENT) 

A. Me^i^ted in the sense that that interaction 

could firm a part of how those -- those things -- 

I' -w-1 

benefit© -a^e perceived. 

Q. It continues, quote: (Reading) 

The pharmacological 
felsgs/ activation of virtually all 

.<». Lj neural pathways in the brain 

can be linked to specific 
receptor systems. [End 
quot e. ] 

.Is that a true statement? 




Q. Okay. It continues, quote: (Reading) 

Therefore, a major aim 
of the Biobehaviora 1 (animal) 
research program is to 
identify and characterize the 
sites and functions of 
putative nicotine receptors 
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A 

Q 


and to link receptor function 
to specific 

biochemical/biobehavioral — 
[it's] S-E-Q-U-E-L-A-E. 

Sequelae. 

Sequelae? Okay. 

k .Is that a correct statement? 


Y9I 



hieve that aim? 


still light years away from that. 


A. the time that I was beginning my research, 

f” ^ 

one of /fcAe/ aims ultimately, down the road, was to 
make soir-tc Sense out of the work that I was doing in 
the brdadei' context of -- of behavior, yes. 

And did you in fact accomplish that 

<|or F '3 , 

A . 

Q • 

A . 

Q . Araujo k a y . Fine. 

11 continues, quote: (Reading) 

The overall strategy is 
to explore the interactions 
of nicotine with the CNS at 
all levels of tissue 
organization, both in vitro 
and in vivo. [End quote.] 

Is that a correct statement when you 
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think of at the time that would even begin to 
address such a complex issue. 

Q. Okay. Quote: (Reading) 

The resulting database 
will undoubtedly contribute 
significantly to the design 
K, and/or interpretation of 

' studies of human smoking 

behavior as well. [End 
quote . ] 

Did you believe that, when you wrote 
thi,-a ddoiim.fint. to be true? 
aT; TOt,was a hope, more than a belief. 


ie show you what was marked as Exhibit 29 
tosition . 

MR. PLASSE: I only have one of 

1, I only have one that I can give you. 


to your. 


these . r 


I ' m sofr’ 



MS. FEE: That 's fine 


BY MR. PLASSE: 



Q. Can you identify Exhibit 29? 

A. This appears to be a - - a memo to Dr. Hayes 
from myself and John Robinson. 

Q. Okay. And do you recall what Mr. 

Dr. Hayes' position was in July 1985? 
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A. I can't recall. He was -- well, he was 
either director or VP; I don't know. Probably 
director at that time. 

Q. Director of what? 

A. Director of biochemica 1/biobehaviora1 
research group. 

Q . AJh-4 did you prepare this document on or about 


July 26Ch, 1985? 


|e just take a moment to look through 


this 


bAd (WITNESS REVIEWS DOCUMENT) 

T likw was ' from what 1 can tell, prepared on 


.4 that dato^nd signed by myself and Dr. Robinson. 


5 Q . 


And did you prepare this document in 


6 the ordaitlhEy course of your business at RJR? 


A. I "mean, typically we would prepare reports 


inter ii 


iorts of various kinds, similar to the 


one we just saw before and -- uh-huh. 

Q. So it was prepared during the course of your 
business responsibilities? 

A. Yes. Yes. 

Q. It's a business record, isn't it, of RJR, as 
far as you know? 

A. An internal -- 
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MS. FEE: Object to the question, 

to the extent you're asking him to make a legal 
determination. 

BY MR. PLASSE: 

Q- In the ordinary course of business, you 
prepared these types of documents, didn't you -- 


as part of your responsibilities? 

^ Is it a true and correct copy of the 


the or^^^ftl document, as far as you can tell? 


S^^r as I can tell, yes. 

yfe&pl Why did you prepare this document? Do 


recfali;? Was it to provide a summary to 



Dr . Ha 1 


if what was being done at -- in your 


d i v i s i c|p«"i that time? 


A . Fn| pears to be a summary of -- of some of 
the a p h e s that we were taking, yes. 

Q. IfXyl u would look on page 8, there's a 

heading "Neurochemistry," roman numeral III. 


0 A 


Okay . 


Q. And it states, "Receptor Pharmacology." 
is something you were personally involved in, 
we ren't you ? 

A . Yes. 

Q. It states, quote: (Reading) 


This 
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The characterization of 


nicotonic (sic 


nicotinic -- 


4 A 


Nicotinic 


(Reading) 


-- receptors will be 
essential to fully understand 
the basis for all of 


nicotine's behavioral and 



neurophysiological effects. 
[End quote . ] 



Is that a true statement? 


W,#%believed that to be true at the time we 


4 wrote t 


5 Q 



(Reading) 

The most important 
question to be answered is 
"what are the endogenous 
receptor systems which 
interact with and respond to 
nicotine?" (e.g., 
cholinergic). 


3 A 


Cholinergic 


4 Q 


End quote. 


Is that a true statement' 
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(HI 

|||||| 
iiiiii 


A. One of -- one of the most important 
questions. Since then, obviously, there are many 
others to be addressed. 

Q. Let me go back to the first sentence, 
referring to: (Reading) 

The characterization of 
: nicotine receptors will be 


essential to fully understand. 

1 

^ the basis for all of 

^ nicotine's behavior on 

^ neurophysiological effects. 

^Did there come a time when you believed 

Statement was no longer true? 


I still believe that's true, 
continuing, the third sentence of that 


paragra^hr^quote: (Reading) 


This will be explored at 
RJR, at the tissue level, 

l 

} 

using isolated brain tissue 
in vitro, and at the cellular 
level using culture neurons. 
[End quot e . ] 

That was a true statement? 




A. Yes. 

Q. And that's, in fact, what you did, right? 
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A . Yes. 

Q. Let me show you what's marked as Exhibit 35 
to your deposition. 

A . Okay. 

Q. Do you recall whether you were asked 
questions about this document at your deposition in 
the Archv 1^tigation? 


may have been, but there were a lot of 

' 1 

ssfem n that other -- 

. Well, fortunately for me -- 
J MS. FEE: Yes, this one is numbered 



so ^^6 really is that many. 


R. fFBASSE: 


deposi 




since 


^you seen this document before that 
Pi if you saw it at the deposition? 


r have seen it at the deposition. And 
d have to conclude that I did see this, 
.s written to me from Dr. deBethizy, at 


one point or other. 

Q. In March 1987 what was your professional 
relationship with Dr. deBethizy? 

A. Well, I believe at that -- well, no. I don't 
believe he had taken over the -- I think we were 
colleagues at that time. 

Q. Okay. He was not your superior? 
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A . No . 

Q. Do you recall reading this document in or 
around March 1987? 

A. I don't recall specifica11y. But, again . . . 
Q. You don't have any reason to believe that you 
didn't read it in March 1987, did you? 

A. Novcsason to believe that. 




I' me^n, at that time if Dr. deBethizy would 


send yop 


Imemo, would -- was it your practice to 


read itf; 


first 


(Readi 


jurse , yes 




read you some of the statements and 
^you believe them to be true. On the 
funder "Acute Effects" it says, quote: 


The acute cardiovascular 



l.; effects of tobacco smoking 

jjwsJgsMl have been attributed mainly 

to nicotine. [End quote.] 

Was that a true statement, then? 

A. Based on the knowledge of the time, yes, that 
was a true statement. 

Q. Then it continues, quote: (Reading) 

Nicotine causes the 
release of -- [I can't 
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pronounce i t, 

E-P-I-N-E-P-H-R-I-N-E] -- 
A. Epinephrine. 

Q. (Reading) 

-- from sympathetic 
nerve endings by direct 




stimulation of sympathetic 
ganglia, sympathetic nerve 
endings, adrenal medulla, and 
C-H-R-O-M-A-F-F-I-N-E -- [no 
E. C-H-R-O-M-A-F-F-I-N] 
tissue. [End quote.] 
that a true statement? 

on, quote: (Reading) 

In addition, nicotine 
can activate chemoreceptors 
of the aortic and carotid, 
[C-A-R-T-O-I-D (sic)], 



bodies, stimulate 
parasympathetic ganglia, and 
at high doses cause complete 
G-A-N-G-L-I - 0-N blockade. 

[End quot e . } 

Is that a correct statement -- true 
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f' ^ 


pressure, cardiac output, 
stroke volume, myocardial 
contractile [a word that I 
can't read] and force, 
coronary blood flow, 
myocardial oxygen 
consumption, arrhythmia 


induction. And 


[raphic changes. 


[End quote . ] 




presum 


availah 


change 




i Is that a correct statement? 

i 

lading to this document, this is quoted 
|rgeon General's report of 1979. So I 
ft was quoting literature that was 
lit the t ime . 

4 

^>u know whether the Surgeon General has 
s views on this subject since then? 


A. n0t rea< ^ an Y of the reports since 

then, so I don't know. 

Q. On the last paragraph of the page it says, 


quote: (Reading) 


Since the most of the 


effects of nicotine on the 


cardiovascular system, [it's 
missing a word, or may be 
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K 

r 


there, 




back to, 

Q • 

A. 1M 



missing a word], [are] 
mediated by interaction of 
nicotine with nicotinic 
receptors in the CNS and 
sympathetic ganglia, any 
modification of the structure 
of nicotine would also 
modulate the CNS activity of 
the alkaloid. [End quote.] 

What's the reference to "alkaloid" 
fou know? 
e see . 

(WITNESS REVIEWS DOCUMENT) 

§In that context, it looks like it refers 
'C o t i n e . 

Is that a correct statement? 

S see . 

(WITNESS REVIEWS DOCUMENT) 

Hmmm. I mean, that's really posed, it 
seems here, more as a hypothesis. Which I think 
would be a viable hypothesis. 

Q. Okay. It continues, quote: (heading) 

An avenue that may be 
easier to separate from the 
CNS activity of nicotine is 
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the effects of nicotine on 
platelet aggregation and the 

role that this activity may 
play in the exacerbation 
of -- [and it's spelled] 


A-T-E-H-E-R-O- 


effect 



S-C-L-E-R-O-S-I-S (sic). 
Did you or anyone else in the 


division look into the issue of the 


.nicotine on platelet aggregation? 

| 

we did not . 





te next page, it continues, quote: 


Nicotine is thought to 
produce its effects on the 
circulatory system by 
producing vascular 


endothelial, 

[E-N-D-O-T-H-E-L-I-A-L-], 
damage. [End quote.] 

Is that a correct statement? 

A. It's -- no. It is thought to produce some 
effects that way. Again, that's based on some 
literature reports. 

Q. Okay. Do you have -- are there literature 
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reports since 1987 which take a different view as 
to this issue, that you're aware -- 
A. There may be, but I'm not aware of them. I 
don't read that literature at this time. 

Q. Let me show you what was marked as Exhibit 38 
at your deposition in the Arch litigation. 

^ Can you identify what this document is? 
A. il?" appears to be a memo -- well, there's 


s e v e r a lL^aJ- ts to it. 


Q . The first page. 

A. Fu r sf page is a letter addressed "To 




g's," signed by me. Next page is the 
of a memorandum to Dr. Hayes. 

J And what follows after that? 


i e s of 


ese abstracts? 


istract s . Yes . 


Qk a y j What's the monograph that's referred 


to in the first page of the Exhibit 38? 

A. This is the book that I referred to earlier, 
which was a -- the book that we put together from 
various contributors that we've collaborated with 
on various aspects of nicotine. And I believe the 
title was "The Biology of Nicotine". 

Q. And if you look on page RJR 11256. Do you 
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see that? Is this an abstract of an article 
"Effects of Nicotine on the In Vitro Models of CNS 
Neuronal Activity"? 

A. Correct. 

Q. So did you participate in the preparation of 
the entire article -- let me withdraw that. 


.Did you 


in the preparation 


of the-article? 


that s< 


.is particular article? 


ijy was through a collaborative effort. So 


=5 % 

probably, at that time, I participated 
n t i f i c discussion level, in terms of 
^^)lan studies, understand the results, 
^0i^'pf thing, yes. But I did not conduct the 


s t u d i e s o n a 11 y . 


talked 


:ay f . And, in fact, it's Dr. Fluhler, we 
earlier, right? 


A. Right. 

Q. And he also worked on the project? 

A. He was a consultant on that project, yes. 


If you could turn to 


the same page. If 


could you look, I mean, at the last sentence of the 
abstract. It says, quote: (Reading) 

The fact that the 
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presence of nicotine can have 
such a profound influence on 
other receptor mediated 
synaptic processes provides a 
potential neurophysiological 
basis for the motivation to 


increase nicotine levels in 


T 

i ■w" i 


the human CNS via inhalation 


smoke. [End 



s quote.] 

I 

| Can you describe in lay terms what's 
rred to, the reference to the "other 


|lllptc^P|mediated synaptic processes"? 

A. just first read the whole abstract, to 

remind If of what we were doing here. 

Q . Sure. 

(WITNESS REVIEWS DOCUMENT) 

A. c(hj|^ see what they were referring to now. 
They were -- they were looking at the -- the 
influence of -- this gets into the area of 
neuromodulation, which I referred to earlier. And 
they were apparently here looking at the modulation 
of glutamate and GABA, which are two other 
neurotransmitters in the CNS. And it looked, from 
these studies, as though those effects were 
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modulated in some way by the presence of nicotine. 

Q. And why would -- 

A. I don't know whether I would have used the 
word "profound," but certainly there appears to be 
an influence on other receptor mediated synaptic 
processes, and those are the processes they appear 
to be rb-4earing to here, the -- the other 


n e u r o t r«a nsmitters . 

f- 

f “W” ■: 


Q. Aj$^^|hy would that provide a potential 
neurophj^^ logical basis for the motivation to 
increas|^^cotine levels in neurocentral nervous 
inhalation of cigarette smoke? 

'; s a very good question. I mean, that 
looks tfeix-s&gj like a viable hypothesis that could be 
t e s t e d . so I guess that's why they used the 

6 word " pbT^ tial" neurophysiological basis. 

P”^Again, at that time we were just trying 
to unde^fjnd the basic mechanisms going on here in 
terms -- at the receptor level. 

And, you know, since that time, many 
people in academia have pursued receptor-based 
mechanisms for nicotine's activities. So this was 
kind of the -- the beginnings of that process. 

Q. Do you know what -- I'll mispronounce this 

too, L-E-V-U-L-1-N-1-C acid. Levulinic acid? 


NATIONWIDE COURT REPORTING, LTD. (800) 232-6878 



http://legacy.library.ucsf.ecfiritittbpyyt|Q^aOjQ!ipd^.industrydocuments.ucsf.edu/docs/rlhl0001 





PATRICK LIPPIELLO, Ph.D., 10/17/97 


Page 120 


A . 

Levulinic acid? 


Q . 

Right . 

Do you know 

what that is? 

A . 

Yes . 



Q • 

What is 

it? 


A . 

It's a - 

- an organic 

acid. 

Q • 

Did you 

ever do any 

studies about 


acid w e ,at R J R ? 


A . s, I did. 

r 

Q. ou describe what they were. 

A. I^^j^lts part of a -- a more general study that 
we werd doing to -- to look at the interaction of 
v Ma ou44iiotine-like compounds with the receptors 
1 We ^^'| e s tudying. And so, basically, nicotine 
levulin^^was one of several dozen compounds that 
were p r$ 0 t in the labs at that time that we just 


6 g r a b b e dh"0'T"f^ the shelf, basically, and studied at 

random.^ftnce we, at that time, didn't really have 
many -clues as to what kinds of compounds 
could be useful probes. 

Q. So levulinic acid is a nicotine- 1ike 
compound? 

A. No, no. It's -- by itself, it's an acid; but 
it forms a salt with nicotine. As do many other 
acids. In fact, I think we studied probably a 
dozen different nicotine salts at the time. 
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Q. Did that study involve whether levulinic acid 
could enhance the binding of nicotine to nicotine 
receptors? 

A. That was one of the observations that was 
made during the course of that study. 

Q. Okay. So it was observed that levulinic acid 
could e pha nc e the binding of nicotine to nicotine 


receptor^ in rat brain membranes? 


ys correct 


0 Q . 


bu run any -- or publish any reports on 


that ? 





ou know where? 


|orry? 

>"u know where? 



-- they're in my file drawer. 

\ 

kay. Were they disseminated outside of 


your fifel drawer? Did they wind up in the library? 


A. I presume the library will have a copy of 
that, yes. 

Q. Did they wind up outside of RJR? 

A. Not to -- no. Not to my knowledge. 

Q. Is there a reason why they didn't leave RJR? 
A. No particular reason; they were just reports 
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prepared during the course of 


of activities. So 


they were filed as proprietary documents. 

Q. Did anyone ever tell you that you shouldn't 
publish publicly your observations with respect to 
1evulinic acid? 

A. . No. 

Q . rf^d you ever have a view as to whether the 


a d dition of levulinic acid to nicotine or tobacco 


could i| 


nicotii 


r" ^ 

5 -.w- > 


iase the nicotine levels in the plasma 
:vels in the plasma of a smoker? 


iidn't have that view? 


f:o .1. i 


iat a hypothesis that might be correct 


well, i^ffhat a viable hypothesis? 


not make that hypothesis, no. 


ly not? 


A. B^^se what we -- you know, the conclusion 

of -- of that work was that, since nicotine 
levulinate and all other nicotine salts dissociate 
as soon as they get into solution, at that point 
they would be diluted so much that any effects like 
that, that you -- that you would see kind of in a 
concentrated in vitro situation, would not occur. 

Q. Did you ever do any testing on that, to see 
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if it would occur? 

A. No. We were more interested in the -- in the 
basic properties of the receptors and if we could 
use that as a tool to understand them better. 

Q. Did you speak to anyone outside of 
pharmacology about the ability of levulinic acid to 
enhanceKthe, binding of nicotine to nicotine 


re ce 


r" 7i; 


0 except 


the report 


k@?&pt -- not in terms of speaking, but 
|^|iii§*e people who would have been privy to 



W 1 



t radi t i 


access 1 



^ould that have been? 

h,ey were filed in the library, as they 


ly are, then they would have been 
to all R Sc D. 


Q. Du ever discuss that study with anyone 


outsideflflr pharmacology? 

A. I L.m|ay| have, but I can't recall specifically. 

Q. Do you know what -- whether RJR's ever added 
levulinic acid or a chemical compound similar to 
it -- to any of its cigarettes as a - - as a flavor? 
A. No. Not to my knowledge. 

Q. Have you ever heard of a firm called -- I'll 
spell it: H-O-E-C-H-T (sic), dash, R-0-U-S-S-E-L? 

A . Yes. 
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How do you pronounce the first word? 

Hoechst-Roussel . 

You ever do any work with Ho e chst-Rouss e 1? 
Very briefly. 

When was that ? 

Would have been around '89, '90, thereabout 

Wtra.t .was the nature of the work? 


A. Wip w.ere trying to get them interested in some 
of our p^^^tine receptor work, possibly to use some 
of our unds or analogues as therapeutics. 

wawcgwcmme 


A lMlrf|hy were you interested in getting them 
•esblildjin that area? 


se, as we talked about earlier, we were 
are of the epidemiology related to 



certaindHs,eases and how nicotine could be 


beneficial^ And we went on to suppose that you 


could dfeve Lop compounds similar to nicotine that 
would b|^^erapeutically beneficial as well. But, 
of course, we didn't have the infrastructure or 


0 wherewithal to pursue that course, so we 


at that 


time we're talking to them about whether they'd be 
interested in taking it on. 

Q. And that would be a view towards their 
commercially exploiting it at some point. 

A. Well, from their viewpoint, I presume that's 
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what they would be interested in. 

Q. What was RJR's viewpoint, to see whether they 
could obtain some type of compensation or 
consideration for whatever input it could provide 


in that 


in that area? 


A. I'm not sure what the impetus was of RJR; I 
mean, y&u can't speak for the company. I can only 


speak fph: my own scientific interests. 


Q • Wj 




Id id Hoechst-Roussel do when it was 


0 well, t j 


A. Yis 



iere approached by RJR? 


lou personally go to Germany to meet with 


|o, no. This wasn't in Germany, this was 


in New J^pey. 
Q. O h > Qka y 


Does Hoechst-Roussel have offices 


f to your knowledge? 


A. I: -§- ;I'm not -- I mean, I'm not aware. I'm 


sure they must, but -- 

Q. Okay. And did you go to their office in 
New Jersey? 

A . Yes. 

Q. On more than one occasion? 

A. At least once. Maybe twice. 

Q. Okay. Who accompanied you there? 
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The others in the 


team 


Q. How many were there? 

A. Maybe five or six of us. 

Q. Who were the people that you met with at 
Hoechst-Roussel? 

A. Now I really have to dig back. 

K ^ T h e names escape me now since it's been 


so many^years. But I believe their -- their head 


of R & 


is involved in those discussions. 


Did you| 


if t he r 


them. 


5u recall his name? 

i 

ay have been Richard Allen, but I'm not 


i W ^lu was their response -- well, I'm sorry 
y° u Me a proposal to them? 



■eally. We showed them the data, to see 

I 

ls anything there that was of interest to 


Whalt jdata was that? What did the data relate 


A. It related to the -- the work that we had 
been doing on the receptors and some of the effects 
of the different analogues. 

Q. What was the response of Hoechst-Rousse1? 


A. They were interested in it. And 
Q. What happened? Was it pursued? 
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A . They 


they took about six or eight of the 


compounds and did some work with them. But it 
turned out the compounds, at that time, were all 
known compounds. And so, from a business 
standpoint, they were not as excited as they would 
have been had they been novel compounds. 

Q . D^d they do any studies -- well, did they -- 


what diir tliey do with the compounds, if you know? 

r” 

■: ■'X” > 

A. hem through their standard discovery 


0 batter est batteries, in vitro, primarily. 

Q. Ait tnat time -- let's see, it was RJR 


mm 


N ^^ co teta sn ' it? wasn't just RJR? 


|here some reason why, with respect to 


4 Q ■ 


5 this i s yr# ^~ you didn't look to see whether someone 

6 within i^tJi^\Nabisco would want to try to develop 


7 the - 


possible therapeutic use of -- that was 


8 being wbrfked on -- wanted to develop the -- a 


9 product with respect to the studies that you were 
0 undertaking? 

A. That one kind of -- could you shorten that 
one just a little bit. 

Q. I'll rephrase it. I'm sorry. 

Why, if you know, did you not try to 
have this developed within RJR Nabisco as opposed 


NATIONWIDE COURT REPORTING, LTD. (800) 232-6878 


http://legacy.library.ucsf.ecfiritittbpyyt|Q^aOjQ!ipd^.industrydocuments.ucsf.edu/docs/rlhl0001 












PATRICK 


, Ph.D., 10/17/97 


Page 128 


to going outside of RJR Nabisco? 


A. My understanding that 


was that Nabisco was 


into foods and that they would not have the 
expertise or infrastructure to do that. 


Q . Did Mr. 


Dr. Hayes know about the approach 


to Hoechst-Roussel? 


d ^ou speak to him about it? 

^j ure at one point or other that I did, 


2 sagisfil t( 


gu recall what you said to him or what he 
& about it? 


4 Q 


.5 of any 


6 A 


.7 earlie: 


$peci f i ca 11 y , no. 

pi«r 

recall generally what the subject was 


nunications you had with him? 


along the lines where I mentioned 


"Just the fact that, you know, we have 



.8 this te jgj&ng >logy; it could be some use outside of, 
.9 you know, the therapeutic arena. 

! 0 Q. And I think you said this, but the approach 
to Hoechst-Rousse1 was done in around 1990? Is 
that correct? 

A. Fairly close to that time, yes. 

Q. Did you approach any other companies trying 
to pursue this with them, outside of -- 
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A. Outside of Ho e ch s t - Ro usse 1 ? 

0. Yeah, other than Hoechst-Rousse1. 

A . No . 

Q. Do you, per se, have an understanding of the 
term "addiction"? 

A. I'm sorry? 

Q, Db^yqu personally have an understanding of 


the terfh "addiction"? 

r" 

3 t'" i 

A. Oi^yin a very 


in a very general sense. I don't know 


the s p e t l 


nomenclature around it. 


K^JL 1 Q. W hat? s your general understanding of 
^ " ^^li c ? 


if qatj only think of it anecdotally, in terms 




something like heroine, where you have 


severe 



cts of a - - of a drug on 


on the human 



body: PHTtrqx i c a t i on , inability to -- to function 

properl^^I always think of, you know, addictive 


drugs l^^^that as being harmful to society, 
et cetera, et cetera. You know, those sorts of 
general views. 

Q. Do you think cigarette smoking is harmful to 
society? 

A. I believe that it's -- it's a freedom of 
choice that people have. And it may or may not be 
harmful, depending on whose viewpoint you ascribe 
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Q. Your viewpoint. 

A. My viewpoint is that -- 

Q. In your viewpoint is it harmful to society? 

A. -- that it's a risk factor for the people who 
choose to engage in that activity. I don't believe 
it's harmful to society, though. In fact, from 


everything 'I've seen in my nicotine work, if . 

r 

anythineti^here are beneficial effects to be 


derived|.^rfat most people aren't unaware of 


Siriokrng cigarettes has beneficial impacts on 


t hej e 03 



effects; 



|who smoke? 

le extent that nicotine has beneficial 


ight. And what about to the extent that 


it has mental effects, like causing cancer' 


7 A. wiWFr I don't ascribe to -- to that 
jp^l8 proposi^^; but, again, it's -- it is a risk 

9 factor, coupled with a lot of other risk factors 
f 20 that could potentially come together to do that. 


Q. Are the bene -- what you viewed as the 
beneficial aspects of cigarette smoking, is that 
proven, to your view, beyond any doubt? 

MS. FEE: Object to the form. I 
think that misstates his testimony. 
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: { t 


negative 


pressure, cardiac output, 
stroke volume, myocardial 
contractile velocity and 
force, coronary blood flow, 
myocardial oxygen 
consumption, arrhythmia 
, induct ion, and 

electrocardiographic changes. 

5 

|Do you view these as positive or 
isul t s ? 


A. A £ I isaid, it depends on the context and on 


terSfeAssS I could see where those -- 
jg wftL,, in any person at all are these positive 
results iWsssssss 


A • Y I would say in an elderly person, for 

exaraple^^o already has compromi sed 


cardiovs 


llature, it could become a bigger 


Problem,.|., 


Q. Okay. So would you recommend to an older 
person that he smoke cigarettes? 

A. If that older person was compromised 
physically in some way, probably not; at least with 
respect to these cardiovascular changes. 

Q. Are there withdrawal effects from heroine? 

r 

A. I believe so, yes. Very severe withdrawal 
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effects. 

Q. Are there some withdrawal effects from not 


smok i ng cii 


because of the 


well, are 


\ 4 there withdrawal effects from not smoking 


cigarettes, to a smoker? 

A. I'm not familiar completely with that area, 
but I'vNt heard, yes, there are minor effects that 


occur. 


heard 


are those minor effects that you've 



A. T^hin^s like restlessness and inability to 


1 inis . I 




addic ti 





. Things like -- things along those 


[ou ever hear anyone say that nicotine is 


I have . 


Q. W^Wias said that, if you recall? 

A. T^Jurgeon General has made that statement. 
Q. Was that in a report circulated sometime in 
late nineteen eighty -- well, I guess, in around 
1988? 

A. I don't remember the exact date, but, 



uh- huh - 


Is that while you were at RJR that that 


report came out? 
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A . Yes. 

Q. Did you have discussions at RJR about the 
Surgeon General's view that nicotine was addictive? 

A. I did not personally have many conversations 
along those lines, no. 

MR. PLASSE: Could I have his 


answer 


| back, please 


(WHEREUPON^ THE ANSWER WAS READ BACK BY THE COURT 


RE PORTE) 




8 f FOLLOWS : 

I 

^ I did not personally 

^ have many conversations along 

|j those lines, no. 

j MR. PLASSE: I'm sorry. What was 


my questa^? 

(WHEREUi^, THE QUESTION WAS READ BACK BY THE COURT 


Did you have discussions 


REPORTER ASj FOLLOWS 



I a t R J R 


MR. PLASSE: Fine. Okay 


0 BY MR . PLASSE: 


Q. Did you have any discussions about that, the 
Surgeon General's report? 

A. Yes. Of course. 

Q. Who did you speak to about it? Do you 
recall? 
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A. Typically, John Robinson and those people who 
were doing work in that area and knew the subject 
quite well. 

Q. Did Mr. Robinson respond to -- well, what did 
Mr. Robinson say, if anything, in connection with 
the -- in reference to the Surgeon General's view 


that ni 


ine was addictive? 



re f e ren 
that su 
W 
If 

'S8? jsssmass & 

Q • 

Dr. Rob 
view? 


r can't recall specific things that he - said. 

=r 

if s 

|e best thing to do would be to go to the 
ipPfha t he and Dr. Pritchard produced on 
. 0 . 01 • 

| basically -- 
|t don't want to misquote. 

Is it your understanding that 





n disagreed with the Surgeon General's 


A. Yes. 

Q. okakoJ Do you disagree with the Surgeon 
General's view? 

A. Yes. But cannot back it up to the extent 
that Dr. Robinson can, having the background that 
he does in that area. I view it more as a -- as a 
common sense issue. 

Q. You personally didn't -- were not involved in 
any studies or research to determine whether 
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nicotine was addictive or not, were you? 

A . No . 

Q. Was Dr. Robinson, that you know of, involved 
in any such researches -- research or study? 

A. Not -- not to my knowledge, no. 

Q. Was anyone at RJR involved in any research or 

study tk determine whether nicotine was addictive? 


A. N^b . Not that I -- I mean, not that I'm aware 





en you heard about the Surgeon General's 


view th(at rjicotine was addictive, were you 


ibout it? 


ju have an understanding of the term 





Q • D l 


" depend i ||!g§!^ " ? Used in the context of smoking 


A. W^i'iby I -- I suppose people use it 
interchlf^^eably with addiction. 


Q. Spjdo you have a view as to whether smoking 


creates a dependency? 

A. I personally view it as what I would call 
habit-forming, potentially. 

Q. Okay. Just turning back to dependency, do 
you have a view as to whether smoking creates a 
dependency? 

A. I personally view dependency -- again, I 
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don't know the specific scientific definition of 
dependency, but I view that word as implying 
something much stronger; more toward addiction and 
inability to -- to control the -- the action. 

Q. So, is the answer yes or no? Do you think 
smoking creates a dependency? 

A. I^believe it is a free choice that people 

'VvNV.Wf 


make. ps>o f guess, no. 

f" 

Q • siaJjMb u don't think smoking creates 


is that correct? 


Rot^he way I view the word "dependency". 



I mean, that's what I was asking. 


Yes . 


»u have any -- let's see -- to your 


know1e 


t e s 1 1 n 


in - - is 


^at R & D at RJR, were there 


was there 


iducted to determine levels of nicotine 
imans who've smoked? 


Iipil 

I! believe there was some testing done in that 


area, yes. 

Q. Were you involved with that? 

A . No . 

Q. Who was? 

A. I believe, primarily Dr. Robinson 


Q. Okay. 


To your knowledge, was there any testing 
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done on cigarettes -- not the FTC type testing, but 
on cigarettes -- I'm sorry, chemical testing on 
tobacco and cigarettes to determine levels of 
nicotine? 

A. To determine the levels in products? 

Q. Yeah, in the product? 

A. Wk have an analytical group that does that 
sort o f P%hing, yes. 

jj 'W" ^ 

Q. wh.oic.-si involved -- is that part of R & D? 







uml 


Q. Apd Who's involved -- would be -- who was 
inxoiLve d-. :: Wij th that? 

AcF^ 10^8 a very large division. I think it has 


A. ^ IFf a very large division. I think it has 

# P§§§^ 

about " 

Q. I s^fe i^ere a person in charge, supervisor? 

A . Y ^ 

Q. wtfPiA that? 

A . D ^o b Lloyd. 

Q. So he would know about chemical testing done 
on cigarette product to determine the level of 
nicotine in that product? 

A. I believe he would. 

Q. Is he still with RJR? 

A. Yes. 

Q. How long has he been with RJR? 
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A. I'm not sure. He's been there quite a while, 

though. 

Q. Did he precede you? 


A . Yes. 


MR. PLASSE: I have no further 


questions, thanks. 




THE WITNESS: You're welcome 


r VIDEOGRAPHER: This is the end of 

f" '7i 

the depl^^ion . We're going off the record at 


2:12 p. 


(SIGNATURE RESERVED) 




^POSITION CONCLUDED AT 2:12 P.M 
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ERRATA SHEET 


RE; New York Tobacco litigation 

DEPOSITION OF: Patrick M. Lippiello, Ph.D. 

Please read this transcript with care, and if 
you find any corrections or changes you wish made, 
list them by page and line number below. DO NOT 
WRITE IN THE TRANSCRIPT ITSELF. Return the 
Certificate and Errata Sheet to this office after 
it is signed. We would appreciate your prompt 
a 11 e n t i t o this matter. 

T o,>;S§jils i s t you in making any such corrections, 
please Its e the form below. If supplemental or 
addi t i ojT^Lpipage s are necessary, please furnish same 
and att^^them to this errata sheet. 

Page_ ^^^line _should 


read 




should 


should 


Line 


s hou1d 
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^#L.ine 
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Page _ 
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1 STATE OF NORTH CAROLINA 

COUNTY OF YADKIN 

2 


REPORTER'S CERTIFICATE 
I, Linda N. Russell, a Notary Public in 
and for the State of North Carolina, do hereby 
certify that there came before me on Friday, 
October 17, 1997, the person hereinbefore named, 


who was : EKVsjjne duly sworn to testify to the truth 


and not|in^ ; but the truth of his knowledge 
concern^^he matters in controversy in this 


cause ; 



| the witness was thereupon examined 


under offfl the examination reduced to typewriting 
un^- indirection, and the deposition is a true 
record pfrae testimony given by the witness. 



urther certify that I am neither 


attorne)!™a^ counsel for, nor related to or employed 
by, any^^orney or counsel employed by the parties 


hereto ^g^f^inatieia 1 ly interested in the action. 

IN WITNESS WHEREOF, I have hereto set my 
hand and affixed my official notarial seal, this 
the 27th day of October 1997. 


Linda N. Russell, Notary Public 
My Commission Expires 9/3/02 
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